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.CD ORAL SCREEN

Objective: To determine the acute oral toxicity produced when a test
material is administered by oral gavage to rats according toc the
Organisation of Economic Cooperation and Development's Guidelines for
Testing Chemicals, Section 401, Acute Oral Toxicity, adopted May 12, 1981.

Test Material: T-3727
Physical Description: Off-white waxy solid
Stability of Test Material: Sponsor has purity and stability
. determinations on file.

Test Animal: Young adult male and female albino rats (approximately
7 weeks of age) of the Sprague-Dawley strain were procured, maintained in
group cages in temperature- and humidity-controlled quarters, provided
‘continuous access to commercial laboratory feed and watsr, and held for
an acclimation period of at least 7 days.

Acclimated animals were chosen at random for the study. Test animals
were housed by sex in groups of five and identified by animal number

and corresponding ear tag. Food and water were available ad libitum

throughout the study, except for an avernight period just before

test material administration when food, but not water, was withheld.

Reason for Species Selection: The rat is the animal classically used due to
its small size, ready availability, and large amount of background data.

Method: "Five male and five female rats weighing between 200 and 298 g
were used for each dosage level. The study consisted of four dosage

levels (0.20, 0.50, 2.00 and 5.00 g-kg).

Preparation and Administration of Test Material: For each dose level, the
test material was mixed with corn 0il and heated in a water bath to form
a uniform suspension at a specified concentration. Each suspension was
allowed to cool prior to dosing. #An individual dose was calculated for
each animal based upon its fasted body weight and was administered by
gavage. The dose volume of sach test mixture was 10.0 ml-skg of body
weight. '
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:CD ORAL SCREEN (CONTINUED)

Observations: The animals were observed for clinical signs and mortality
at 1, 2.5 and 4 hours following test material administration. The
animals were observed daily thereafter for 14 days for clinical signs

and twice daily for mortality.

All animals were weighed just before test material administration, at
7 days and at study termination. At the end of the study an acute oral
LD50 was calculated for each sex.

Pathology: At study termination surviving animals were =suthanatized.

Animals which died during the study or were euthanatized received
a gross necropsy examination and all abnormalities were recorded.
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.CD ORAL SCREEN (CONTINUED)

SUMMARY

Test Animal: Albino Rats - Sprague-Dawley strain
Source: Harlan Sprague-Dawley, Madison WI
Date Animals Received: 01,22, 02/19 and 03/19/85

Temper

ature and Humidity of Animal Room: 21 to 25 Degrees C.;
42 to 54% Relative Humidity

Ushicle: Corn oil

Method of Administration: Oral Gavage

Date Test Started: 03-/01/8% Date Test Completed: 04-/09/85
Estimated Oral LD50%: Male - 0.28 g/kg of body weight

Dosage
Level
(gskg)

0.20
0.50

2.00 .

5.00

*Thak
mati
Reed
297~

?5% Confidence Limits of 0.1% to 0.%51 grkg
Female - 0.43 g-/kg of body weight
95% Confidence Limits of 0.19 to 0.97 g-rkg

Mortality Summary (Number of Deaths)

Hours Days
0 - 4 1 2 3 4 5 6 7-14 Total-
M F MF MF MF MF MF MF M F M F Both
] 0 60 00 OO0 OO0 0OC 0O 1 0 1,5 05 1r10
o 0 00 10 10 11 0O0C 00O 2 2 5/ 3/5 8710
0 0 23 32 ~= - - - -- - - 5/% 5/5 10/10
0 ] 32 23 « = - = - = - - - - 5/% 5/5 10710
Dosage Level Average Body Weights (g)
(grkg) Initial Day 7 Terminal
Male 0.20 262 227 346
0.50 271 236 -
2.00 254 -—- ~—
5.00 , 249 —-——— —-———
Female  0.20 225 220 240
0.50 - 226 189 220
2.00 242 —-—— —-——
5.00 229 - ——
ur, A. K., and W. L. Fazio, 1981. A computer program for esti-

ng LD50 and its confidence limits using & modified Behrens- <4 g
-Muench cumulant method. Drug and Chemical Toxicology 4 (3) ¢01503
305,
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.CD ORAL SCREEN (CONTINUED)
Clinical Signs

Hours Days
1.0 2.5 4.0 1 2 3 4 5 6 7 B8 9% 10 11 12 13 14

Dosage Level - 0.20 grkg

Males

Appeared normal &5 5 .5 ¢ 0 6 0o 0 0 0 0 O 0 0 0 0 0
Diarrhea 0 0 0 2 0 0 1 1 1 0 0 0 o0 0 a 0 0
Dark/red/brown-stained anal/

genital area 0 0 0 4 4 4 4 4 4 3 3 2 2 2 1 1 1
Red-stained face 0 0 0 l 4 3 32 3 3 0 0 1 1 1 1] 0 0
Ocular discharge 0 0 0 0 1 2 2 2 2 0 0 O 0 0 0 i g
Hypoactivity 0 o 0 3 3 3 4 4 4 0 0 O 0 1 ] 0 ]
Ataxia 0 0 0 0 0 0 2 2 2 0 0 O 0 1 0 0 1]
High Carriage 0 0 0 6 0 6 0 0 0 3 1 O 0 1 0 ] 0
Hypersensitivity .

to touch 0 D 0 0 0 0 0 0o O 0 1 1 0 0 0 0 0
Hyperactivity 0 0 a 0 0 0 0 0 0 1 1 1 0 a ] 0 0
Clonic

convulsions 0 0 1] 0 0 0 0 0 0 0 0 O 1 0 0 o 0
Alopecia in abdominal

_region 0 0 0 0 0 0 0 0 0 4 4 4 4 4 4 4 4
Red-stained -

abdomen 0 0 a 1 1 1 1 1 1 0 0 O 0 0 0 0
Piloerection 0 0 0 0o 0o 1 1 1 1 0 0 O 0 0 0 0 0
Yallow-stained

genital area 0 0 0 1 1 1 2 2 2 1 1 1 1 1 1 1 1
Swollen genitals 0 0 0 o 0 0 1 1 1 0 0 O 0 0 0 0 0
Prostration 0 0 0 0 0 0 0 0 0 O O O 1 0 0 0 0
Death 0 0 0 0 o0 0 0 0 0o 0 0 DO 0 1= 0 0 0

*Animal died in p.m.
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.CD ORAL SCREEN (CONTINUED)

Clinical Signs (continued)

Hours - Days
1.0 2.9 4.0 1 2 3 4 5 6 7 B 9 10 11 12 13 14
Dosage Level - 0.20 grkg
Females

Appeared normal 5 2 5 1 1 0 0 0 0 3 4 4 4 4 4 4 4
Diarrhea 0 0 0 2 0 0 0 0 0 0o o0 0O 0 0 0 0 Q0
Hypoactivity 0 0 0 6 1 2 3 4 4 0 0 O 0 0 0 g 0
Ataxia 0 0 0 o0 0 0 0 1 1 o0 0 O 0 0 0 0 ]
Red-stained face 0 0 0 4 4 3 3 3 3 06 0 0 0 0 0 0 0
Dark-stained

anal area 0 0 0 60 2 2 2 2 2 0 0 O 0 0 o 0 1]
Yellow-stained abdomen/ :

genital area 0 0 0 1 11 2 2 2 1 0 © 0 0 0 ] 0
Red-stained -

genitals 0 0 0 1 1 1 1 1 1 0 0 O 0 0 0 0 0
Alopecia in abdominal : K

region 0 1] 0 6 0 0 0 0 0 1 1 1 1 1 1 1 1
Ocular discharge 0 0 0 6 0 1 1 1 1 o0 o0 O 0 0 0 0 0
Piloerection 0 Q 0 0 0 0 1 1 1 0 0 O 0 0 0 0 g0
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-CD ORAL SCREEN _ (CONTINUED)
Clinical Signs (continued)

Hours Days
1.0 2.5 4.0 1 2 3 4 5 ¢ 72 8 9 10 11 12 13 14

Dosage Level - 0.5 g/kg Males
Appeared normal 4 3 2 0 0 0o 0o 0 ¢ 0 0 - - - - - -
Diarrhea 1 2 3 4 4 3 0 0 0 0 0 - - - - - -
Hypoactivity 0 0 a 5 4 3 2 2 2 1 0 - - - - - -
Ataxia 0 0 0 1 2 1 0 0 0 o ¢ - - - - - -
Dyspnea 0 0 0 l 0 0 o0 0 0 0 0 - - - - - -
Red ocular

discharge 0 0 0 B 0 1 0 0 0 0 0 - - - - - -
Red-stained face 0 0 0 4 4 3 1 1 1 0 0 - - - - - -
Brown-stained

anal area 0 0 1} 4 4 3 2 2 2 1 0 - - - - - -
Red-stained -

genital region O 0 0 0 2 2 1 0 0 0 0 - - - - - -
Hypersensitivity

to touch 0 0 0 0O 0 0 0 t 1 0 0o - - - - - -
Piloerection 0 0 0 o 0 0 0 0 1 1 0 - - - - - -
Thin appearance 0 0 0 0 01 o0 0 0 O O -~ - - - - -
Death 0 1] 0 g9 1 1 1 0 0o 1 1 - - - - - -

Females

Appeared normal 4 3 4 0 0 0 0 0 0 0 0 O 0 0 0 0 0
Diarrhea 1 2 1 4 5 3 0 0 0 0 0 O 0 0 0 0 0
Hypoactivity 0 0 0 5 5 6 4 2 2 2 2 2 2 2 1 2 1
Ataxia 1] 1] 1] 60 0 0 1 2 2 2 2 2 3 3 2 2 1
Convulsions 0 0 0 g 0 0 0 0 0 0 1 1 0 0 0 0 1]
Subconvulsive

jerking 0 0 0 0 0 0 0 1 0o 0 0 O 0 0 0 1} g
Hypersensitivity

to touch 0 1] 0 0 0 0 0 0o 0 O 0 O 2 2 1 2 1
Piloerection 0 0 0 0 0 0 0 0 0 0o 0 O 2 2 1 2 1
Brown-stained : :

anal area 0 0 1] 3 4 5 4 4 4 4 4 4 4 4 3 2 2
Red-stained

genital region 0 0 0 6 1.1 0 0 0 0 0 O 0 0 0 0 o
Red ocular

discharge 0 0 0 g 0 1 1 1 1 1 1 1 0 0 0 0 0
Red-stained face 0 0 0 >3 3 4 2 2 2 2 2 2 3 3 2 2 1
Thin appearance 0 0 ] 0 0 0 0 0 0 0 0 1 3 3 2 2 1
Death g 0 0 0 0 0 1 0 o0 0 0 O 0 0 1 1= 9

*Animal died in p.m. C01106
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:CD ORAL SCREEN (CONTINUED)
Clinical Signs (continued)

Hours Days
1.0 2.% 4.0 1 2 3 4 % 6 7 8 9% 10 11 12 13 14

Dosage Level - 2.00 grkg

Males
Appeared normal 3 2 2 00 - - - e - - - - - - - -
Diarrheas 2 3 3 1 0 - - o . 4 a4 - - - - - -
Hypoactivity 0 0 ] 3 0 - - - - = - - - - - - -
Ataxia 0 0 1] 2 0 - = a4 a4 a4 a4 = - - - - -
Brown-stained anal/
genital area 0 0 0 2 0 -« - - - - - = - - - - -
Death 0 0 0 2 3 - -4 - -4 -4 - = - - - - -
Females
Appeared normal 3 2 2 0 0 - - =« <« = « = - - - - -
Diarrhea 2 3 3 3 0 - = e e - - - - - - - -
Hypoactivity 0 0 0 4 0 - = = e e - - - - - - -
Ataxia 0 0 0 4 0 - = - = = = = - - - - -
Red-stained face 0 1] 0 30 - - - - = - - - - - - -
Dyspnea 0 0 ] 1 0 - - - - - - - - - - - -
Lacrimation 0 ] 0 2 0 - = = 4 = - - - - - - -
Yellow-stained abdomen/anal/
genital area 0 0 0 3 0 - = = - a - - - - - - -
Death 0 0 0 IR 2 o o o o a e e - - - - -
Dosage Level ~ 5.00 grkg
Males
Appeared normal © 4 4 6 0 - - - - - - = - - - - -
Diarrhea 0 1 1 2 0 - = - 4 = - - - - - - -
Hypoactivity 0 0 1] 3 0 - = =« - = = = - - - - -
Ataxia 0 0 0 3 0 - - e e = e - - - - - -
Brown-stained
anal region 0 0 0 2 0 = - - - e - - - - - - -
Death 0 0 0 2 3 o - o e e - - - - - -
Females
Appeared normal 4 0 0 0 0 - = =« = - - = - - - - -
Diarrhea 0 4 4 3 0 - = = = - - = - - - - -
Hypoactivity 1 1 1 3 0 - = = - - = = - - - - -
Ataxia 0 0 0 T 0 = = = e e = = - - - - -
Dark-atained nose
and mouth 0 1 2 1 0 - - - - 4 - - - - - - -
Death 0 0 0 2 3 L a4 a4 e e e - - - - - -

*Two animals died in p.m. ¢01107
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:.CD ORAL SCREEN (CONTINUED)
PATHOLOGY |

Dosage Level: 0.20 gs/kg of body weight Date Dosed: 03,2685

Animal Test Day

Number Sex Died Sacrificed Necropsy Comments

C28405 M - 14 Diffuse alopecia on ventral
abdominal region.

C28574 M - 14 No visible lesions.

£28604 M - 14 ‘ No visible lesions.

c28%47 M 11 - Red perinasal discharge; perineum
stained brown.

C28414 M - 14 . Diffuse alopecia on ventral
abdominal region.

c28329 F - 14 A No visible lesions.

C28394 F - 14 No visible lesions.

C28395 7 .F - 14 . No visible lesions.

C28346 F - 14 No visible lesions.

C28399 F - 14 No visible lesions.

¢01108
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:CD ORAL SCREEN (CONTINUED)

PATHOLOGY (continued)

Dosage Level: 0.50 gs/kg of body weight Date Dosed: 03,12.,85
Animal Test Day .
Number Sex Died Sacrificed Necropsy Comments

£29302 M 4 - Periocular, perinasal, and perineal

areas stained dark brown; lungs -
diffusely dark red.

C29313 M 2 - Stomach - multiple, dark brown foci, up
to 3 mm in length, on glandular mucosa.

C2757% M 3 - Dark red periocular discharge
(bilateral); perineum - stained dark
green; stomach - glandular mucosa
diffusely red, with multiple, dark
green foci, pinpoint up to 1 mm in
diameter, on nonglandular mucosa.

C28418 M 8 - Stomach - raised, tan areas, up to
2 x 2 x 1 mm, on nonglandular mucosa.

C27526 M 7 - Perineum/perianal area stained
dark brown; stomach - contains dark
brown material, glandular mucosa
diffusely red, with multiple, raised
areas, up to 1 mm in diameter, on
nonglandular mucosa; small intestine -
contains dark brown, mucoid material.

£28529 F 12 - Stomach - dark brown areas, up to
1 x % mm, on glandular mucosa, with

raised, white aresas, up to 1 x 3 x
2 mm, on nonglandular mucosa.

28534 F - 14 No visible lesions.

C285%37 F 4 - Brown perinasal stain; stomach -
dark brown foci, up to 2 mm in
diameter, on glandular mucocsa.

C28532 F - 14 _ No visible lesions.

C28533 F 13 - Animal thin; stomach - multiple
brown areas on glandular mucosa;
liver - accentuated lobular patter 3 PR
on all lobes. ¢01109
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.CD ORAL SCREEN (CONTINUED)
PATHOLOGY (continued)

Dosage Level: 2.00 gs/kg of body weight Date Dosed: 03/06-/85

Animal Test Day

Number Sex Died Sacrificed Necropsy Comments

C29326 M 1 - Stomach -~ contains normal food and
tan granular material; small
intestine - filled with tan/yellow,

mucoid semeluxd.

£29328 M 1 - Stomach - contains normal food and
tan granular material; small
intestine - filled with tan/yellow,
mucoid semifluid.

C29330 M 2 - Stomach - glandular mucosa diffusely
red; liver - accentuated lobular
pattern.

C29335 M 2 - Liver - accentuated lobular pattern.

C29331 M 2 - - No visible lesions.

C28664 F 1 - Stomach - contains normal food and

tan granular material; amall
intestine - filled with tan and clear,

mucoid semi?lpid.

C28497 F 1 - No visible lesions.
C28695 F 2 - No visible lesions.
Q28693 F 2 - Livar - accentuated lobular pattern.
£28487 F 1 - Liver ~ accentuated lobular pattern,

¢01140
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:.CD ORAL SCREEN (CONTINUED)
PATHOLOGY

Dosage Level: 5.00 gs/kg of body weight Date Dosed: 03,0185

Animal Test Day

Number Sex Died Sacrificed Necropsy Comments

C28545 M 1 ~ Perineum - stained brown.

£29314 ™M 1 - Perineum - stained brown.

c28198 M 1 - Perineum -~ stained brown.

C29319 M 2 - Red perinasal discharge.

C28456 ™M 2 - Perineum - stained brown; red
periocular discharge (bilateral);
red perinasal discharge.

£28498 F 1 - Perineum - stained brownj; lungs -
dark red and firm; thoracic cavity -
contains a light tan granular
material.

C28501 F 1 - "~ Perineum - stained broun.

C28500 F 2 - Perineum - stained brown; red
perinasal dischargse.

C28499 F 2 - Perineum - stained brown; red
perinasal dischargse.

£28503 F 2 - Perineum - stained brown; red

perinasal discharge.

Deviations from the protocol: Some rats received a commercial laboratory
feed other than Purina Rodent Chow. During the study period the
temperature of the animal room ranged from 21 to 25 degrees C. These
deviations are not considered to have had an effect on the validity of
the study.

References: Organisation for Economic Cooperation and Development's
Guidelines for Testing of Chemicals, Section 401, Acute Oral Toxicity,

adopted May 12, 1981. Coliil
: A




. HAZLE'C:N LABORATORIES AMERICA., INC. Chemical & BioMedical Sciences Division

3301 KINSMAN BLVD. « P.0. BOX 7545 ¢ MADISON, WiSCONSIN 53707 « PHONE (608) 241-4471 » TLX 703956 HAZRAL MDS UD

IMPLE NUMBER: 50202473 PAGE 13

MPLE: T-3727

‘€D SKIN IRRITATION

Objective: To determine the relative level of primary skin irritation/
corrosion of a test substance on rabbits under semioccluded conditions
according to the Organisation of Economic Cooperation and Development's
Guidelines for Testing Chemicals, Section 404, Acute Dermal Irritation/
Corrosion, adopted May 12, 1981,

Test Material: T-3727
Physical Description: Off-white waxy solid
Purity and Stability: Sponsor has purity and stability determinations
on file.

Test Animal: Young adult rabbits (approximately 14 weeks of age) of the
New Zealand White strain were procured, maintained individually in
screen-bottom cages in temperature- and humidity-controlled quarters,
provided continuous access to Teklad Laboratory Rabbit Diet and water,
and held for an acclimation period of at least 7 days.

Three acclimated female animals, weighing from 28B40 to 3112 g, were
chosen at random for the test, treated, and maintained during the
observation period as specified for the acclimation period. Test
animals were identified by animal number and corresponding ear tag.
Approximately twenty~four hours before treatment the hair was clipped
from the back of each animal.

Reason for Spacies Selection: Historically, the New Zealand White
albino rabbit has been the animal of choice for evaluating the effect
of chemicals on the skin.

Preparation of Test Material: The sample was dosed as received.

Treatment: The test material was applied to the intact skin of each
rabbit in the amount of 0.5 g per site and moistened with 0.9% saline.
The treated area was covered with a 2.5 x 2.5-cm gauze patch secured
with paper tape and overwrapped with Saran Wrap and Elastoplast tape
to provide a semiocclusive dressing. Collars were used to restrain
the test animals for the 4-hour exposure pesriod.

Co1ii2
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LD SKIN IRRITATION (CONTINUED)

Observations: After the exposure period, the patches were removed.

. The test sites were washed using lukewarm tap water and disposable
paper towels. The test material was removed from the test sites as
thoroughly as possible without irritating the skin. Thirty minutes
following removal of the test material, the degree of srythema and edema
was read according to the Draize® technique. Subsequent examinations
were made at 24, 48 and 72 hours after patch removal.

Individual body weights were taken just prior to study initiation.

Pathology: At study termination all animals were euthanatized and discarded.

*Draize, J. H., "Appraisal of The Safety of Chemicals in Foods, Orugs

and Cosmetics - Dermal Toxicity." Association of Food and Drug Officials
of the U.S., Topeka, Kansas, pp. 46-~59 (1959).

¢o1113
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.CD SKIN IRRITATION - (CONTINUED)
SUMMARY

Test Animal: Albino Rabbits - New Zealand White

Source: Hazleton Research Products, Inec., Denver PA

Date Animals Received: 0270585

Temperature and Humidity of Animal Room: 20 - 22 Degrees C. ;
40 - 44% Relative Humidity

Date Test Started: 03,01/85 Date Test Completed: 03-04/85

Individual Dermal Irritation Scores
Test Material: T-3727

Erythema Score Edema Score
Animal Hours Hours
Number 4 24 48 72. 4 24 48 72
FO7819 6.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
FO>81¢ 0.0 0.0 0.0 0.0 6.0 ©0.0 0.0 0.0
F0Z800 ¢.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Mean 6.0 0.0 0.0 0.0 0.0 0.0 0.0 ©0.0
Primary Dermal Irritation Scores
Observation Period 3 Rabbit Mmsan
4 Hours: 0.0
24 Hours: 0.0
48 Hours: 0.0
72 Hours: 0.0
Results:

No dermal irritation was observed at any time during the study period.

Deviation from the protocol: The test material was moistened with 0.9%
saline rather than deionized water as stated in the protocol. This
deviation is not considered to have had an effesct on the validity of
the study.

Co1ix14
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ICD SKIN IRRITATION (CONTINUED)
Refarences:

1. Organisation for Economic Cooperation and Development's Guidelines
for Testing of Chemicals, Section 404, Acute Dermal Irritation/
Corrosion, adopted May 12, 1981,

2. Draize, J.H., "Appraisal of the Safety of Chemicals in Foods, Drugs,
and Cosmetics - Dermal Toxicity", Association of Food and Drug
Officials of the U.S., Topeka, Kansas, pp. 46-59 (1959).
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:CD EYE IRRITATION

Objective: To determine the level of ocular irritation produced following
a single exposure of a test substance to one eve of albino rabbits
according to the Organisation for Economic Cooperation and Development's
Guidelines for Testing Chemicals, Section 405, Acute Eye Irritation/
Corrosion, adopted May 12, 1981.

Test Material: T-3727
Physical Description: Off-white waxy solid
Purity and Stability: Sponsor has purity and stability determinations
on file.

Test animal: Young adult rabbits (approximately 14 weeks of age) of the
New Zealand White strain were procured, maintained individually in screen-
bottom cages in temperature- and humidity-controlled quarters, provided
continuocus access to Teklad Laboratory Rabbit Diet and water, and held
for an acclimation period of at least 7 days.

Three acclimated female eanimals, weighing from 2666 to 3000 g, were
chosen at random for the test. The animals' eyes were examined within
24 hours prior to test material administration using sodium fluorescein
dye procedures. Only those animals with no sign of ocular injury or
irritation were used. Test animals wers identified by animal number
and corresponding esar tag.

Reason for Species Selection: The New Zealand White albino rabbit is the
animal of choice based upon its large orbit and nonpigmented iris,

Preparation of Test Material: The sample was dosed as received. A bulk
density determination was made to determine the weight equivalent of
a2 0.1 ml dose. Based upon the density determination, an individual
dose of 0.09 g was weighed out for each animal.

Treatment: Each rabbit received 0.09 g (0.1 ml weight equivalent) of the
test material placed on the everted lower lid of one eye, with the
contralateral eye serving as the untreated control. The upper and lower
lids were gently held together for one second to prevent loss of material
and then released. The eyes of the rabbits remained unflushed.
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.CD EYE IRRITATION (CONTINUED)

Observations: The tresated eyes were observed for ocular irritation at
1, 24, 48, 72 and 96 hours after treatment. At the 72-hour reading,
sodium fluorescein was used to aid in revealing possible corneal injury.
Irritation was graded and scored according to the Draize* technique.

Animals were weighed just prior to test material administration.

Pathology: At study termination all animals were euthanatized and

discarded.

*Draize, J.H., "Appraisal of the Safety of Chemicals in Foods, Drugs,
and Cosmetics - Dermal Toxicity." Association of Food and Drug Officials

of the U.S., Topeka, Kansas, pp. 49-51 (1959).
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CD EYE IRRITATION (CONT INUED)
SUMMARY

Test Animal: Albino rabbits - New Zealand White

Source: Hazlston Research Products, Inc., Denver PA

Date Animals Received: 02/05/865

Temperature and Humidity of Animal Room: 19 to 22 Degrees C.;
40 to 44% Relative Humidity

Test Material: T-3727

Date Test Started: 02,2885 Date Test Completedz. 03,0485

PRIMARY EYE IRRITATION SCORES#

3 Rabbit Mean

0.09 g
OBSERVATION PERIOD (Unwashead)
1 Hour: 7.0
24 Hours: 3.7
48 Hours: 3.0
72 Hours: 2.3
%6 Hours: 0.0

* The Primary Eye Irritation Score is the total esye irritation score
for all the animals divided by the number of animals (3) at each
observation period. '

Comments: No pain response (vocalization) was elicited from any animal
following instillation of the test material.

No corneal irritation was observed during the study.
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Table 1
Individual Eye Irritation Scores

Animal Observation Cornea Scora Iris Score Conjunctivae Score
Number Period A B AXBX5 A A XS5 A B C (A+B+C)2
F0O7813 1 Hour 0 0 0 1 5 1 1 1 6
24 Hours 0 0 0 1 S 1 1 0 4
48 Hours 0 0 0 1 5 1 1 0 4
72 Hours 0 ] 1] 1 S 1 0 1] 2
96 Hours o 0 1] 0 1] 0 0 0 ]
FO7814 1 Hour 0 1] 0 0 0 1 1 1 é
24 Hours 0 0 0 D 0 1 0 0 2
48 Hours 0 0 0 1] 1] 0 0 0 0
72 Hours 0 0 Q 1] 0 0 0 0 0
%6 Hours 0 0 . D 0 0 0 ] D o
FO”815 1 Hour 0 0 1] 0 0 1 1 0 4
24 Hours 0 0 1] 0 0 0 0 0 0
48 Hours 0 1} 0 0 0 0 0 0 0
72 Hours 0 0 0 0 0 0 0 0 0
94 Hours ] 0 0 1] 0 0 , 0 1} ]
Table 2
Sodium Fluorescein Examination
Animal Observation Period
Number Pre-initiation 72 Hours
FO7813 NEG NEG
F07814 NEG NEG
FO7815 . NEG NEG
NEG = No stain retention
POS = Positive stain restention (area of cornea involved).
References:
1. Organisation for Ecocnomic Cooperation and Development's Guidelines
for Testing Chemicals, Section 405, Acute Eye Irritation/Corrosion,
adopted May 12, 1981. G01i49

2. Draize J.H., "Appraisal of the Safety of Chemicals in Foods, Drugs,
and Cosmetics - Dermal Toxicity", Association of Food and Drug Official
Officials of the United States, Topeka, Kansas, pp. 49-51 (1959),
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QUALITY ASSURANCE STATEMENT

Study No. 50202473

The report as herein attached for the above-mentioned study has been reviewed
by the assigned Quality Assurance Unit of Hazleton Laboratories America, Inc.
in accordance with the Good Laboratory Practice Regulations as set forth in

21 CFR 58.35 (b) (6) (7). It has been found to accurately identify and/or
describe the authorized methods and standard operating procedures followed in
the conduct of the study and that the reported data accurately reflect the raw
data of the laboratory study. Furthermore, the Quality Assurance Unit has
conducted the following inspections of the testing facilities utilized in the
conduct of this study and has submitted written reports of said inspections to
the study director -and/or management.

Date of Inspection Type of Inspection - Date Issued to Management

Acute Oral Toxicity Study in Rats

2/25-26/85 Process Audit : 2/26/85
3/26/85 Process Audit 3/26/85
5/01/85 Report Review 5/01/85

Primary Dermal Irritation Study in Rabbits

2/25-26/85 Process Audit 2/26/85
5/01/85 Report Review : 5/01/85

Primary Eye Irritation Study in Rabbits

2/25-26/85 Process Audit 2/26/85
5/01/85 Report Review 5/01/85

X Zﬂﬁ&- C Q&L&Z a’éu | 5/2/5’
Diana E. Skalitzky /4 Date

Inspector, Quality Assurance Unit
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. ACUTE ORAL Toxu:Ig)(w 50) RECORD __—

Test Material _T-3737 Vehicle___ CofN o1 ' RT No. SOR02473
Bulk Density__ NR (g/ml) Specigl._gd__ Source—ﬂ.er.(&h___ Date Received 3-/7-25

— — ) Fasted: Date 23-25-4S" Time 2:30 g Tech. €K Room No. -3
sage Q;zg !‘lk‘ .
Dose Volume |0.0 (ml/kg) ' Dose Time [|!550 v Tech, [ob¥Z |sda¥Usea:
Sex |.Animal No./Ear Tag Mo,CA }8,05 18574 l3kod basy7 3404 18570 92|\ . |3 NA
Prefasted Body Weight (g)]AlA: ' ; \ :
_Oi Fasted Body Weight (g) TM o 1273 179 |60 1253 1247 \ i 13-26 | KTewds229
Actual Dose (ml ) 24 125 12% 129 |26 Jag jJaS | \ - NA
bay 7 Body Weight (g) |25 | 250 |22 M R\ 15619
Day 14 Body Weight (g) | 327 379 PR30 | x |¥ Vao 5P 14-9 lKtvon 15019
® Cecording erfar 3-36- €S IMtn, R 4 bosgs Verified byl giar +'/_? NA_
Dosage 020 (g/xg) Kb '
Dosea\;)luie 0.0 (ml/kg) . Do "-rm_'_a:aa o Tech. l;;if- Scale Used:
Animal No,/Ear Tag No.C2 14329 |33594 | 8402|3395 | _a;_y_lg_ 8381 %399 \ S 320 NA
Prefasted Body Weight (x){nNpf ‘ \) %
9 Fasted Body Weight (g) |34 215 a1 |2co0]a2 s bya |\ e, |3-206 | LTRon S2328
Actual Dose ( g1 ) 23 123 12V 120123 13.2 ]ay X Sam 13736 A
Day 7 Body Weight (z)  |asy acul=X higolood | % Jaug] \ w2 | 19010
Day 14 Body Weight (8) [1170]218 X 209 1241 | X A1 : SP :/';? 1Solg
. ) NA
MORTALITY (NO. DIED/NO. DOSED) ’
Dose Hours ¥
Level 0 -4 1 2 3 4 5 6 I 7 8 9 10 | 11 12 13 14 [rotal
o s % LEEEEREER s
9 ol % %%%Ifza-fzg"/;%!"sl"é a | s
Techniclin] ¢, 7473 %4'™ ] ﬁa
| pate y T AAAAZR R AAN a | %/9

. %
NA - Not Applicable _ Revlewéd by ,254/" Date —ﬁ@é&i——
& ° »

- Dosage calculated, but not administered
lnnaed animal returned to stock



Y
5

Teat Material

ACUTE ORAL TOXICI'I'Y (I.D 0) RECORD

1-37272

Bulk Density MR ____ (g/ml)

posage - 0,50 (g/ks)

Vehicle____CORN OlL.

O

Species ——&&-L. source__ﬁkdn.n____ Date Received [-22-15
Fagteds Date_2-Il-85 Time__JioD p.m.Tech. BM __ Room No.__ S

RT No.8DR0OIY73

Dose Volume (0.0 (ml/kg) Dose Time 9!25 4.wm. 'l'éch. ,ase Scale Used:.
Sex | Animal Mo,/Ear T Mhat)& 9313 1252519318 2570 mg'\ ot 13-12 NA
~ Prefasted Body Weight (g)INA l\ ‘ : - >
_d Faated Body U.elﬂlt‘ ® k _Q.S!LTJQQ a7y K9 __1. Son  13-12 Knfor) S22.R%
Actual Dose (ml ) ‘ ) 2 o] \ Sorn 3-13 NA
Day 7 Body Weight (g) ;‘-’f;‘?r % wad 123 \ C /9 Ktren 532 R
¢ o | 12k, BSess 1\ —t—
u)..n \.5 wm 3-,,, 35 gam d Do exified b 7 1342 NA_
ad1y o
Dosage O, S (g/kg) 1925
Dose Volume /.0 (nllk!) : v 9'30 a.m. Tech, |[Date }Scale Used:
Animal No,/Ear Tag No,C2 J3529 Bs3 3 3 31' 85.337\ 3-/3 NA
Prefasted Body Weight (g) NA \\ ;
Q Pasted Body Weight (g) P31 230 |0a3 in 211 206 \\ w3712 | k1Ren T323 |
Actual Dose ( m ) ' 23 j2Y 3.3 1 oy 2.1 Sam ]33 NA
Day 7 Body Weight (g) Vo 120A “% (93 -*v E% N\ ek V29 )epon 5028
Day 14 Body Weight (g) [ed 223,954 |2/2- 1 K ’_ﬁjf" ¢k 13-2¢ lktvon s32% |
Buridrg eor 3-4-35 som 32088 - Dosea Verified byl 732 NA
5 MORTALITY (NO. DIED/NO. DOSED)
Dose Hours i y "
level fo.4 | 2 @23 Ja |5 | l 7 fof 9t fu i} 13_f 14 frocal
am| nm jam{pm] am]
P NN AV A A AR A A A AR 75|
¢ |_omin] % % 7%%1E94K I%I"/s’loé{% % Ve Vi s bs Pl Ko{% AN
Technidian Srm SP S I K ek fek Sf’l(g F bdKNi73 ﬁi
vate 19351 Ha [¥al Tolllyliy %’b%%ﬁo%y?%%& AV A A miﬂ@%ﬂﬁz a | %o
"NA - Not Applicable ' ' nate#Lo/ZL

&

lnused animal returned to stock

~ hosage calculated, but not administered

Reviewed by ___pger”




&) &)

ACUTE ORAL TOXICI'l'p(L 0) RECORD

T-37327

T09

[
&)
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Teat Material Vehicle__ COEM Dic RT No.$0200473
Bulk Denatty_ MR (g/m1) Species ot  source_ Hoclon Date Received | @3- 3S¢ 2-/7- g5
e Fasted: Date.l”ﬁ‘sé ‘Time 2. :200m Tech. <X Room No. 3
Dosage o200 (g/kg) . -
Dose Volume (H.O (‘llm Dose Time (glyg Tech, “Ei Scale Used:
Sex | .Animal No./Ear Tag o2 |9326]9230]9329 hass 932&__‘}_33‘7 9331 |\ Den §3-¢ NA
Prefasted Body Height (g) ruk : . \\ T
.dl Fasted Body Weight (g) [267 |2063 |27 |270 |21 1247 a44 \ __fmm 13-6 JKigen 1343
Actual Dose (ml ) a1 a1 {27 127 122 Jas los A\ smnlze | m
Day 7 Body Weight (g) gfcf’g ge)?D ~:‘;? )3’-?35' M% m\:_ -85 ggtw \ _ .
-Day 14 Body Welght (g) ;‘% i 296 4. i l \ I o~
. ion v ron exified byl /7 |3-G NA
Dosage .00 _(g/kg) . —
Dose Volume 'ocb(-ln‘ﬂ 'ime _Il:00 AN Tech. D\a‘g Scale Used:
Animal No,/Esr Tag NoC2 |3lt3 3497 Jacss14692 4093 | 568 7N Som |2-0 | mA
Prefasted Body Weight (g)| NN —1 \\
Q Fasted Body Weight (g) 433_!45! 233 ]253 209 |27 J22Y S 136 134
" | Actual Dose (ml) 23 1235123 |25 oy |25 2.2 \ o 13-6. HA
Day 7 Body Weight (g) | % %mo% %_ oER ,;",g, % _A_?,fmi‘-n %%?gs \\ L -
Day 14 Body Weight (8) | % RI® |0 L2 | sk o)
= e S RS YA /14 Y] MW ZZ MY
MORTALITY (NO. DIED/NO. DOSED)
Dose Houra ' . ¥
Level 0 -4 1 2 |3 4 5 6 7 8 9 110 12 J12 | 13 ] 14 Jrotal
amfpm
%. am) p-.h-. m.plmmlnl. am Ipm Jam ! pm fam Inm lam fpm Jam] po| ‘ z
2 __,g% ‘75 ZHA 5/év
Technicldn] s 0 ; ,Z\]FAW_SK
bate 935 | Yo 111 WA b | Zh
NA - Not Applicable Qentry erovd BP0 aueg by _SQEA. Date 341-%$
i et bt not admniatered @) gnudvortondy ot rucored mortatife fov shidy day 3 6 31125
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ACUTE ORAL TOXICITY "‘”so) RECORD

)

Test Material T- 3333 Vehicle_Corn oi ) RT No. 502034373

Bulk Density MR (g/ml) Spectes K4t Source_Havian _____ pate Recefived [-2-3%
Fasted: Date_2-28-85 yime S Tech. _J261 Room No._\3

Dosage s/ks) : Tag

Dose Volume IQ.Q (ml/kg) Doss Time | Tech, |[Daté |Scale Used: |

Animal No,/EBar Tag No, ¢2]3595| 3456 7,1["’ Iuﬂ Iﬂﬂﬂ o0m ‘z/l NA '
Prefasted Pody Weight (g)lA/A 1 I — ‘\ : |
Fasted Body Wetght (5) 1737 [aed |236 | \ | sen |3/ |tiece 1sov
Actual Dose (ml ) 28 |26 lay bAaJas a.\ \ | %em |12/ NA
Day 7 Body Uclm (s) A \
Day 1 133 ——
Anired A used, mivsins, e Yoa R -1-85 mﬂ 5,%) m_!ga_gm byl 72 A-?IL NA
llhzg:b/z ebryy date shovlof e 3/ 3/2/0% vt V149
noé eoﬂ\e,aeed or .
Dosage .00 (g/kg) < 2 ~ N
Dose Volume |Q.Q(-llkﬂ ‘ ll! |3'g0 A Tech, [Da Scale Used:
Antwal Mo, /Ear Tag No,<a 3500 [543 Javs 7 [sso1 Jasn3 [8s02 [4999 | 2m_ |/ NA
Prefasted Body Weight ()i AN . ‘A . :
Fasted Body Wetghe (g) 1237 |23) |235 230 J207 Joos [va |\ | sen 13 e 15009
Actual Dose ( g1 ) . al 12224 \ 3/, NA
Day 7 Body Weight (g) \ — 1
Day 14 Bociy Weight (g) ¢ ¥ ¥ 355 \‘\\l
DY 37 o Eﬁﬁ‘d_b 2 13y NA
*  MORTALITY (NO, DIED/NO. DOSED)
Doge llours y ,
Level 0 -4 4 5 6 7 8 9 110 J11 J 12 ] 13 | 14 Jrotal
o R jaalpm b jon Bn jos fam jom Jam [om fan o I e 5.
S.G)Sl&g > . S
5 a‘;l;‘ 9:'{ gn: 5/5
'l‘ecll‘lﬂcﬂln - - _ﬂL
Date /945~ | 3/, ?ha 3/"
NA - Not Applicable Reviewed by ﬂ& pate 21 S

® -~ Dosage calculated, but not adminleteyred
llnused anfmal returned to stock




SZTT0I

svov vimas __flode, el

aT 0. 50202423

TUET MATERIAL _T-237207

o

Tox fg—"%

-

" pOSAGK LVEL _Qgﬂé_'[gj___ aqnaL/uas 1ac w0.C2- §S¥7

sy By 1 Z’i‘lll 213 1Y Slb|‘7|9|“|lﬂl_l(i01QN\
SEHEBIED BATH Z gk Z{JZ) A A B i 9 112 % ‘fﬂ /s Y, \
_APPEARED NORMA, f A K TR A LA NANMA nE ) AN
Diuce °7d ~/ wedu o] vélve Jydnelne ot [ 1.3 Y \ -
Brae lains /AN 447 A4 A \
F&,“Q facs And nelrve | vdaig Inel A~ [\
Otulay disu\wﬁc‘, A \/‘/ J / ALE.&E
hypoactve /v /‘ui@'&g BERN
|Hiprcarniage J— A l&Em/ A ]\
i s gt PRl e a4
Clonic
ConNul9ipn .
Ciostvation ‘/ME ‘
e =an
TECMNTETAN Zordsen [ IO I Jer A N
mre . 1985 | %IZ I Pasfonl o [ 50 ﬁ(i flubele] 1.1\ \|

\/— Siya Prusant
ol - Blign Frusant, Blight

NE - Not Evideat -
HA -~ Mot Appllcable

ODIED W PM SP 4-b-35



sy tmse __fede,  Ocal  Tox n'c.n"‘y
ar 80..50202¢73 A .
THSY WAYEMIAL _T:3727 six _ ()

" DOSAGK LEVEL 0:204 ’33 " ANIMALJEAR TAG w.C2- 9L0Y.

327109

” |
sTUY BY REANNDEAE ‘I|5Ib|‘7 S_I‘i ‘OI“ 12 ui"‘_&
WAL AA AR AAn AU RN RAT
APPEAR A EQ ﬂ#__rps‘m‘_gk MUQEM_NETMQ \
Blamic foce » J AN | Aned el wel wel welie ne \ 2 I
. d.‘a.rr\\::\n ) J Welvel ve lve |vedne 9€N€ MZLF&E_NE}NE | 5
&m"/ieni\‘nfdm 5/‘/‘/‘/ ‘/‘/\/'\/ NEIVYE nEl NEENE wEL.
AR , AN AN A L]
N N
\\&
PEATH ‘ ™ S -
FECUNTCTAN - Y T [ 7 Y P 3{2 174 I/ 5 g KV 0
MTE 198 Zg;, zu.__(g Tl Jéﬁi%‘* AN U5 “/‘l 7 | 76 1|k | Vo L
\/- Siyn Prasaat NE ~ Not Bvidens -
s) - Bign Prasent, ll.lgbt NA - Not Applicable

O Emtry Evvors St ¥4 -BS
@ obstrvaton dope on Vs pot vecovded kil Y-10-45 ek



L2ZTTO9

svor vinm - flogde,  ead  Tox “C"‘]?L
aT 80..50202473 . :
VST MAVEMIAL 23727 v sEx __1)1

" posacy baver __ 0.0 g "ff aniuar/ean mas w0.C2- 8,05

o ' _ '

w4 2[5 ] slolr]elaloluuloluN] |
SIS PATK z'&&%%tlﬁ‘lyn.ﬂ%,‘i%q 1 kA Kl 24 LG
APPEARED NORMAL YA I L3 ,&lﬁ&*&ﬂﬁ A1 [V4 N TWeE AN
Hj?w'“}‘\"" VA (% o YA E IV 1Y17 151 N Nuel pelnelvel \ -
%4 P d/ffl/‘ e wqueluefnelne] \i
et shained |1 A AN e el v vel v relne]. ’
| pilo ¢ve ebion AV IV NE NEIW‘ALEFMQAEM \
D‘:m.w"\l“"’“—~ \/ J &E &E v E_&EMMQ .
e I AANAAT AN
f}wﬁ; \/\/‘/ LEN_GM’JNENEM \
goom"“dmb/ V|V \/ [ % K A .\
Ui trpiae : VINE|NEfuv M el Nefue
“l‘:mlﬂ“ . I Wi 7 78 K34 <7

: e 1 ok Ye K Nomn B ok | K3
w1985 e Z&.‘LFZ? bl ﬁfﬂ% AV AN N

\/- Slga Presant (Dmtrwnp or ‘!-3'9’55}0 NE ~ Not Hvident -
sl - Sign Prusent, lll_lgbt » NA = dlot Applicable



ax
~—

3 3
STUBY TITIE: _M__QML#
kT W0, 50202473

TUST MAYERIAL _T-3727 su _Ca
: . " sossos Laver _0.20 4 !‘ff aqnua/uan ag w0.C2- 414

KSTTOD

V. { : -
w1 |4l a3 [e]s[ela[s]alo]ulalehaN] | ] |
el A A A A A2 AAMANARAAZRYEE
APPEAR 7 3 VA IV If& NE [/ ¢ LIE.MEHE.ME \
pooLiive viA A/ ‘/t/A] &&Eﬂk/ug_&g_&ge ﬁ_\
o JAAN I Auchelieloehel el e \
Dk e ANV IAAAAAAA N
ged ﬁfa:én;" | ,/ /\/ \/L NEIVYInelvel e Ine
olulav d.’bvh#\/,e, J v L‘[E & E WHE NE LET'ALE —_—
Swellen gentlols , o A % [V% N weuel e
Alorc = I it O R J;)'H\)ENE Yiue | vel Ne | NE \
Aopetia I v v4 % 2 7 % ' \
g carnie e
o e e e P e }
TECHNICTAN ; Fich p o SEYsE 1405 I :
W 1945 n%%ﬂ’l AR AN %{E/;% %1% % N\
\/ -~ Siyn Presant . NK ~ Not Bvident -
o) - Sign Prusent, ll.lgbt MA ~ Mot ‘ﬂl!l‘:.‘tld



&

STUBY TITIE:

ot 0. 50202473

TEST MWATRAIAL _T23727

Dy

" DOSAGK LEVEL Q.aagm _ awnus/ess TG w-gz-_ﬁ’ﬁZf.;_

T\

GSTT09

STV Y rl 23 ‘III RI& Y b 8 ujizis
SCHEDOLED BAVK gk AAAAAR B 1y 4 % % ¥A L
fw%mg v, et Jue _ [ MEY NE INE
ypoeeve A AV IV NE Neluelnelnel |
Dok e S A WY ~ vefuelne Ine
R ViE &MY 16 INEL v WE L we e ] -
FWW! ?4"‘3 D e v A | v
\ . T T
\X
| - X
TEoh 1CTAN 2k | . 4 4 -~
TECHMIC ' 8 ; ? ;
PATK ?‘L}' §|.LI" IQZ ‘6 g/ﬂ;'“ % if
. 1935 @J 1¥/4¢ /9\ W 6 /7 9 XJ

V- Siua Praent

sl - Bign Prusent, Bliight

NE - Not Evideat -
HA -~ ot Applicable



13
sy

| - STUDY TITIR: —AULM :
ar #0. 50202473 O

TEST MAVERIAL _T:37277 ‘ sex __ 4

" pOSAGE LAVEL 0:204 ’35 annaL/uar TG w0.C2- K375

0CTT0)

" | | _ o
A nnnannnnnnnnnanN
el A A A AAARA AN B AR AARY
WY T (VA A A % T 114 12 4 WY 7% P2 74 B A
Dise s : FRMZNEMALIANEN NS LJUCINEINE INE —\
Rad SAeind Sace Vi VA ViTAN m M‘Qﬂfﬂﬂﬂﬁﬂg \
Hpo active J(Lij ] el vel e e -
bty gl ks AA7 I | Awelnelel wduef el nel e \
f:lotfec"\‘oﬂ : J J rA)ﬁ@ NypelNE NE . .

A Yo xic ,Z./Mﬁﬂe")é MYl sed NEY ne |NE K

RN | \
<=
{\N§<\ L#\
—]
T EOMTETR @_hﬂ% = A ex|=PIsP e Y | '
o A A A Ay %ﬁ% VA E A, \
\/— Slya Presant NK - Not Evidoat - '

#l - Sign Peasont, Biight ' MA ~ Not Applicakle



&y . @ - A

&t 80.. 50202423

TEST MAVERIAL _T-3727

sy vmss __fede. Dl Tox 's._l_# . '
" DOSAGH LEVEL Q-amﬂg’e'  aunun/ean mac w0.C2-939Y -

TEYTO)D

o .

STY WY llZ’i 4] 3|3 ‘IlSI_E‘? ?' ‘\. ojun iz Bll‘lx Al
scwsnn w3 191 1Y, /,:% A AZA L 2 VA T T
|_APPEARED NORMAL, A (VA I'TA [ ”_5{5&.412 .\LJerséV‘/ AN
) Efarr&k. \/ /I\Lbﬂé [ ﬂﬂgl\)e& M‘-‘ME AJE, : ,\L -
Rad Llaned VA e e lvd e Ve NE |
Eéfﬁf A AW Aot WElyed el uel e |ue N

1~ .

\\ \\
.
\\s<
<~
S
\\l

':'53..":«:.... 1 %&& 'aggam?_i“ { :
i mss.lu_z/ A2 ANABIAAAAA N

Aot . o e et



2CTT09D

8.0
-

® o
STUBY TITLE: _ﬂn.dx,__&caJJL'ﬂ#L
xT 80..50202473 ‘

TEST MAYERIAL _T:3727 A sux _L

" posacs 1avaL __ 0.0 g "ff agnuaL/uan Tac wo.C2- 9399 .

V.4

swrwr |1 [eil4] o] a]a]4]s]eln |2 a lo]uia]s NN
TR A AR A AN R ABAL
_An%gakﬁf wefos [uelue] I 173 [V 1T 174 177 ALY

el stai e \§. W JIA ME&M%.HE}NENE .
Ped chuined atnikls]™ e MANAVA™M EA&M%MENLJE *;L\
[eai § IV e e Nelweue vel ne fue

hypooc tive . 4/7 ‘/W&@UEME#ENE
ﬁzlgﬁemdml?”é regi . VN \/Z L K% I

~

\ B T B
. \\ .

\\&,
\N
DEATH - ) J T
[ TECMNICTAN é"‘%’“‘?" ok JC @.,?mgg_liﬂ  SPYSE ?‘az ‘
wre 1935 [ho B V2 Vs Paalthe 01 Tl |75 My Vgl | 70% Tl
\/—- Siyn Prosant . MK - Mot Mvideat -
s) - Sign Psusent, ll.lght HA - Nat Applicable



G e 3
- 3 s T _-HLAI&(_Q&L_JZ!—‘S—‘#

o ' .
TENT MAYERIAL _T:37277 s _{ .
. " DOSAGN BaVAL Q.20 9 ’ka ANTMAL/EAR TAG il!-Q.Z:%S;Z.‘i__

H
swowr [ JalaliTals [4]se]n 9.Iq |w|uh: B'Nl\- -
SUERED BavE Fg%ﬁ”%« % %JZ} A M%‘[i% 9 k2 La] ‘I/s %l '\
e A KVA T 1% 14 74 T4 P02 T7A WA VAR WA = 1 12 Ed B A
dshind ce /A AV W ehe el dueluetnelnel | Wf |
‘fgg"fil\’fé;_ NN W 1A el vduel velne Lue \K
hu{m&w& _ ol 1% NEWN e Newejwer 1 1
\1\ | a i \

\\ _ -
~_ .
T N
— \\ l\
| N
¥\\> Sk

“DEATH ' P~
TECUNTCTAN ? | T8 [ jmia.., 0K | 4 %QL Ky Kyd 721 il '
T A A A A 2 P A ST T A A N

v/: llu; Prusant NE -~ Not Evideant -

sl - Sign Prevent, Blight ) . NA - Not Applicable



& - @ A
o emenma _fude, Dol Toricily

TUST MATERIAL _T-3727 L _2_.

" posack LavEL _ 0. 205’@5.___ M'W“l e w.C2- §376.

PCETO)

ou
Svuoy bAY !l ldl1]a ST‘I ?JQ‘?'?{I‘\ II!I:I L] NKI
swonn |y 19,17 1%, 20 tad (A L/ % 145 ‘!LLT/%"/ AR
APPEARED NORHAL iuf. v L/ Nl ys [V WA VA VA A Iy AN
Hy Po s bive, ~. Au Y, '/A)ENE(\EM@A!E_MEJSEJ!E ~N—
Deulav/ d-‘saka«z ™ L,/\/ ‘[ / : ISE& AWLIE.JL!;: NEINE \
. | _ *\
=~
\\X \
I~
. ~J. |
| ﬁ\x %
::l‘!::ll'lnl a m h : sPis
H ; C 3 ¢ _ﬁi {'Y')
T A A A T R A A A A A VA A A A
N e e gt



cr o o5

svuor mnse __Aente Ocal Toxion +y

SCYTOD

ur ud.soaoajz 3 J
TEST MAYEMIAL T-37227 Ky _4:{:_
: pasace taves (), SDq ’g: annar/ean 7ac w0. CQ- 54 3
y.7 _ ) |
mwvwr |1 [es]4] 1] als [¢]s]e]n 9|€jlw a Jiafsfe\
T A A AAT AN AN Y
“avrEangs womaL |V [/ veNEIneINELudue Jue T | X
Iz‘mrrh{a Y | v NENEMQAZ MR \ \
Fi e AL AN Jn '
H}I’Doacﬁm \/\_/ v/ l/N“ . _
pilotee chow i m AL

1

s \\X' T ji\ ' N

\\L\ \
-‘\ T
© § DEATH i
TECHNTCTAN ] A T RARAGA A Y 3 \ \
- 2 v

BTE 1988 %a_ rA IE) 3_/133 %s 3//‘:%73/14 3/1 32: ' ) ' ‘ L
\/- Slgn Prasent _ N ~ Not Evident -
sl - Bign Prasent, II.I.M NA - Mot Applicable



- | O >

STUOY TITLES _AQA.:_DELSJOX[Q\'"'V

AT 40.50202473 I
sKx _Of_ .

| TEST MAVERIAL _T-
DOSAGK LEVEL Q.S% 'x: ANIMAL/EAR TAG W0. C2-D33

” R
ST BAY ! Z'i qd1i11alatly S!b 713 4_|w i hiafs g I\
SCREUMED BAYE %23.[5‘2/;3—/';3/_,,,\ . . j\
|_APPEARED ohMAL [/ Jw€ i \

§3
i
—7

Diece ? e [V .
Broion Sh:;';d m | ‘
Red stained - P | _
Faca LN - _‘J . —
_typoactite I e L % I B \N 1.
Aaxic v |n A N
VAN

D i

N
~ N
| _ IBNE . D

~N
SI< =
N
: N\
DEATH 174 - \i

) TECHNICTAN g [ng | SO _
I LMY (A EA A A A
o .
% \/- Siyn Prasant : . Mk - Not Rvideat °

ol - Bign Fravont, 81ight : NA - NHot Applicable



TO09

L4

2L

©

STUOY TITIES _A_CJAL__D.C&LIQ-‘;CJ‘ 'l'\l

uT 80.50202413 : J

CNT MAVEMIAL _T-37Q7 . sux __i

T DOSACK LEVEL ‘Q‘%'I‘KJ‘_" annaL/Ear Tac 0. C2- 78 7G

o . T
o S L ldlt1al3 1y §1617 ?1_"0 iz Ul‘i’Y
|_APPEARED NORMAL 1/ YV MEJRE INETNE INE eI \
Ej&fenﬁﬁﬁ v]J v / Vv : \
Snad Sace APAV4V, A l xi
Brown stained J
O0nal gg ion |/ \/ v A
fenclel exan VAl P4 194 V2 A .
beo.rr\\&‘ . \/ v Ve INE A/@NA \ )
gisqers.awi\\ut v / m )
Ny \
~ :

DEATH _"\‘
TECANTCTAN 2 g_ﬁg o2 ek Jeg | AN _
wre 1998 [ |7 0Tl Brstlhetn Brel dn \

\/ -~ Bign Prasant
o) - Blgn Prasant, Bilght

N - Not fvidemt =
HA - Not Appllicable




|CTTO)D

0

STUBY TITLE _.AQAL__DSLLIQX[C—L“‘ "l

RT 80.503024973

i _of

O

TEST MAYERIAL _T-3727
: vosack Laves. Q) Sq ,g':_ anIAL/EAR TAG M. CQ= TS 7S
V.1
STUIY WAY ezl ala 2129 jou nuN\
SCHENILED BATE %2 sl/lIZl y A7 s
_arreangp pontay. IV 1/ lyi- NEY
Digcclao aAm
i:rl:m Stained vV NA
E'acsniuMA ‘ v 5 N N\
H}lpaacﬁm (724 I (17 \
Aoxic / NA
~ ~N—
~.
+ X
N \\ -
PEATH "4 \l
[ TECHNTCTAN P
: _ !
wre 1936 |7 3.&]_311 Yl s . \

\/- Sign Prasant

sl - Siga Prascnt, HBlight

NE - Mot Bvldeat -
NA = ot Applticable




T T0)

O

v nmm __Aente Ocal Toxied ~L~11

uT N0.50202413

TEST MAYERIAL

T-3247

DOSAGH LAVEL -Q‘snﬂr/-“j—— aynaL/eas a6 M. C2-G303

ol - Sign Frasout, Blight

STUNY BaY l I i IIR6 Y4 SE‘T 9"‘ oju OlBN\
SCHENILKD BAYR WII % ¥ ;}5 3// l j\
APPEAR !ugﬂé ﬂgm_:& \
Diacel VirALA A m +
Broen skined | v v Pm
__anal areq —
&gcﬁfamﬂ& v _/ .
. Bypeactive V '/ v INA | \
““"3,, oSi e —1/ | “|n RN
Hecxic Vv WA X.}
i A
DEATH V4
TECHNTETAN p—y SEV E7d 1o/ \__
CDATE 1935 %a 7,3_,_3“. iz_j: A j%g 3//(4 . \
\/- Sign Prasunt NE - Not Evideat -
NA = Not Applicable




Cr o | >

\

STUOY TITIE: _ALLAL__Q:A.LIOXn c_r‘-xl

0T 80.50402473% ’
. TEST MAYERIAL T-3727 : sux __Q_

posack aver. Q.o ’g: annar/uan TG w. C2- 853Y

0FTT0D

Hougd : '
swewr |1 [sl4] 1] a]s |4] 21gla lo]u ] ulml\ |
sz wars %%ﬁ%,%yhlhia@%ﬂﬁw .
APPEARED NORMAL 7{@@_:}& wizya -
__Duerban. %4 VA "2 (N2 (4 AT 1T % sdueludndielnd, |
Brown Shinad A A MA /vl AN \
fed shaind Face t/\/t/mgnELbA/béA/é\/‘/:/‘/‘/. |
Iy poactive, e V4 IV I TVAL N2 V03 VA2 VL P Y2 A A T ra
Hygrsepsitire ' 15 /r:,/.,/\/ A \
T
SuN N
~]
E&\\ _
_ SN e
DWATH ‘ ——
;::‘:ulr!lll _ R SPIY Ck e 2k ISP ek Jee 137X 2
"@~nw%%ﬁ%%%%%%%%a%%%%@
‘ \/- Siyn Pregant N —- Not Evidoat -
o) - Bign Prusent, ll_lght HA = Mot Applicable



(‘ O 9

STURY TITLE: Ac,. Ag f 2!:9-\ i ‘an(‘_\“'sl
T 80.303024913 |
TEST MAYERIAL _T-3727 sEK Q

passck Laves _(0),SDo ’g: ‘ANTMAL/EAR TAG M0, C 2~ 8BS RI.

STUNY AV .Il i 1 ala ]y

slolalglalo]u Liale e\
SCALIMILD BATY yzF/a 3/3 u /s 3d 3 Brs o Fao 2 % 2
|_APPEARED NORMAL [V _ NE INETVETNL IVt fue Int 1 AV A
- - .// welwelue Ly duedee e velwdual | AN
Brovon S+amcc\ JIYICTIVIV \/./\/ V1V A '
ﬂﬁhmdFau. Av e I VT AAV I AV Au . \
Yive AL o]/ v 11y \/‘M‘/IMI
Ataxic /./-/./\/L{Vﬁnmﬂ_
CenNulstnns \/ / m-;%l//ﬁ
s — A lY \
ilpecect v’ \//!VA .
AW; thin V‘/NH % '
DEATH — I 4
TECHNTETAN Tm_ j_jm = 1A Ve7d T (T4 nlex 137 e g
wee 199§ |7 Do Pl s el Pl ol dolay ZiatZind 3] -
\//L Siyn Presant ' ) HE - Mot Bﬁldent ’

sl - Biga rrasent, 8light NA — ot Applicable



D OIED (N g s 3-25-95

STURY TITIE: f'c.(“'\’l
RT 80.50202413 4
TUST MATERIAL T-3727 sux __9_
' DOSAGE BAVEL 0.50q ,g: ANIMAL/BAR TAG M0. C Q- 437
20 7 '
STUDY PAY {ezldl 1] ala 4|5(,‘1 219 lOIll llBN\
- ' 3 :
I AATATA A AED R EA A A A A
APPEAR LI s lZ TREIREINE IOEINE Tak Jare JWE Jue. Y \
D chto \/Lengl‘/\.f[\lﬁﬂtﬂgfﬁ&&wﬁ ' '.
Kol Shaind vi/ v //\A\//;/\//v |
Wypoactive. I v Iy | v INEj v we Ve | ved el uedwe] VL . K
Bru“\ P d J AA S J Av \//
cfp&‘\\lb +hen \/ W \/f\/ \/
Pilaerection — ‘/’ b 14 j\
_n_ﬂ_l:nx‘(, : 1/ \/ \/ \/
USan lh
Ypfn h;chn V] \
) - — v - \
TECHNTCIAN Py z iljm_x;ﬁlxlgs T I IR 5] » \
wre 1938 |1 P ol Yol /i \Fistiel o s Bl Pho 2Bl 2420 [ 2es \
\/ (] (1 [ 1] . - \ ¥l ERn :
d (,M«m‘”?(;o% 'b“ - :::u ::oua:. lll;lu “ll: - ::: :f:.l'lc::bh



EYTT09

< ' o 3

STUDY TITIE: __Ag,A_g___D_cg..L_-EQia (X ‘l'\l

uT 8050302473
' su E

TEST MATRRIAL _T-13227
DOSAGK LEVEL Q.S ’g: ANIMAL/EAR TAG M. C2- 85 3R .

W .
STUOY PAY |l zzid11] 2 3 4 ;[b 1 ﬂlq lOIlI 12 B'I_‘Lb
el A PAFA VA ERER I A A A 7oy Hlstl
PPEAR | YA Lﬁﬁuﬁ_&n&uﬁ Ny N3 S AN
_Diarrhea %A H;\)E""uwls eI NEVE LV MW E] );
Brown‘-rﬁ VJJ/\/// \/Z \//\/ \
oactive T~ viv v Iviv VI YA
%H\ ' v VNEMEMNWGW;EMM«NEN@
DA Ouite? AN ANAN ] A r;,w,rne_w,
Dyaxic NJANV A AN A
“‘“i‘ﬁfil‘l%""' / | Pe Ly pelvd v nel vel
Bppears thin % 1 %4 "2 %
oececho a4
-_"'F‘-f==#__; | T :ES#i;
DEATH - —= ———
[ TECHNTCTAN P | QP 7 I R A EdrirA iy
w938 L Zg_m B AT 4 o B | Bl %A%t [ %5 Yo
\/’- Slya Preasant N ~ Naot Evideat -

sl - Siga Peasvent, lll‘ht : NA = Not Applicable

®5~‘v3 E\rrur S 3-I15-55



PPTTO9

¢ ~© >

sTuaY TITA __AQAL_QLLLIOJQQ(“‘\I

T M0.503024913 ! '
TEST HATEMIAL _T-7727 SN ___&
' | vosscs Lava Q1. S0a ’g: annus/eas Tac . C2- 856377
Ao . .
STUNY DAY tlzzld L ala 1y Srb 2181911011 fi12]8 NY
T (A A ATA ~ \
_aregangn pomal 1V 1/ Ty MEISAY N \
Plarrhea ViV I Ik ~ — ‘
L e \ X
the

_face 1 vINg N ,
Broun Stained Pﬁ %M K '

~ AN N

N
. N
N AN
e Z
TECHNTCTAN ' K4 L4
e yesg Ty 7:: Eaa\ 322"2 s 'le \ &
\/ - Biyn Pruseat . N - Not Rvildent -
s) - Bign Present, ll.l.ht NA - Hot Applicable

@En\gw-a 34588”



SYTT09

STUDY TITIN:

o .

Acole Dce\ . j’ém‘ci‘*\l

ot W0 S50202973
vest mavemiaL _T-32707

V.4

DOSAGK LAVEL ;MOE 'é aunar/ean Tac wo. C.2 1334

STULY DAY |I 2344

i!w

NRaNN

SEMERILED uﬂ}q%wé
7

1

Hypaachive

Maxic.

APPEAR |
Diacchig \ ‘/
AN
N

:

Brown slaihed
3 n1genjla lar

< s s B F=EY-
//

iS

AN

N

AN

\\
N} N '
0EATH N 74 DL
TECHMTETAN 7 i 1P A
ST A A AT

\/- Slya Prenent
o) - Siga Prasent, dlight

NUE - Not Bvident -
NA - ot Applicable




. ——— St . —— 1 a

9t TTO9

O

-[‘—C.)tn\c_; \'\I

Acote  Oral

Smnl TITLE }
ur M. S 020247 _
TEST mavEMIAL _T-32297 sk __{)7_'_
' DOSAGK LAVEL 2,{12:' ’455 annar/ean a6 w0. C,2 9330
_, _ |
STUNY BAY I z%*lglraalv slela]s]a fwln num\
SCHEMILED BAYE ) 3 B 3{
APPEAR ! SH'D /% lhﬂé NE I A
ngoarh‘ve v \
Ataxic_ [ \\
gmlrnqg;med L v \
i ' N
N
~ NE
\\
N
\% \\ |
N N

'.r':g:wuu P Y\
T A AT T~

\/— Siya Prasunt
ol - Biga Presont, Hlight

NE ~ ot Rvideat
NA - Hot Appllicabla



Ce 0 O

Acvle Ocal Toxe N

STURY TITIR:

Wt M0 S0202973 sux d/'
TEST MAYERIAL T—S‘?EE,? - | ) psAGH LAVEL _D x l . ANIMAL/EAR TAG NO. _C,&ﬁ.—qlgf‘!..-

LETTO9

VY, :
sy | z%qlilgt‘l ;@;‘1 219 Jou 11514'\\

5“"!'“ . Jb" %&lﬂg < AN

\\ ‘ < T \\ﬁ

N\
AN | f

\ , NAHHH

YV

N

B N N

N
N N
B N | \

“hEATH } \

TECUNTCTAN é A9 : ,

mie 988 1 e / 1 . : \ 7

\/— iy Present | | ’ :‘l‘l - m: :“::“M'
- pplicakle

o) - Slign Prusent, Hlight



STUDY TITIE: Acuk_ Dm\ :ﬁ)tfc;'\'\l

STTT09)

aT 0. S0Q029713 /
TesT waveiAL _T-3227 . sux _i.
DOSAGK DAVEL .'ZQE ’kj ' aynar/man Tac w0 C.2 9335
2o | ' , ‘
a0 |90 [al8 4 [s[e]a ]2 ]a lio]n Jia] s ]\
s et IR |
APPEARED NORMAL % NA AL N—
Dfa\‘f‘\go\ ¢ XZ Ll l \ - |
Hypoactive v 'V \

A

AN

~ 1T [HENEEN}

< . i
NS _ S \\

N

N\
T\

DEATH ’ >L

)%
=

TECUNTETAN ' rtn 1403 1P ' A
MavE (485 I% 5(,'_5;1,% e - : \

\/ - Hign Pressul . MK ~ Not Bvideatr -
sl - Bliga Prascut, Nlight HA ~ Not Applicable



STUOY TITLNG Aco e Dm\ Toxes \'\l

uT N, 563{2,2113 ;,
vesTAYRMOAL _TT-32207 . sy _ Oy '
ROSAGK LAVEL. Qaé ’g: sunan/uan Tac w0. C.2 733%.
o '

6FTT09

STUNY VDAY I Z%QIK.‘S‘_ISH};??QIOM nuN(

scuenul waTH [{fF) é} ZI(Z @ e]rl \

APPEAN [V R N ‘ AV I
N\ A

] SN

AN HEEEN
NIEE|

L N \
N N
N\, - N
N N
| N g
| DEATH %4 AN
TECUNTETAN ; . . N
e 485 :b_J_l /. %
' \/‘- Siga Prasunt ' ‘ N ~ Not Evildeat -

al - Blga Yrevent, 8light MA - Hot Applicable



C? o O

Acr e D\ "Tbm‘ci‘st\l
DOSAGK LUVAL am.:u,& ANIMAL/EAR TAG w.C2 7037 .

- STURY TITIN

wr w0, S0202973
vesv aveniaL _T-32207

Hod, '

STUNY BAY |l 2514 Ll{J o §1Fb 118 ‘l‘%ﬂ W jiajs iy ;I

: ' %
scuensn wari i 3, 14, 11, |9 - A\
WLTTITT N T A VA A Y N - N

Die-fﬁ\‘u\ \/ IL “/ v '\\ , )

fellow hained v \ XK
Hypoactive N\ v | ‘

Alaxic ) vy .

Lacrimation L \TJ .

Jd

~.

A

< TTEED: N
N\

e \\\ X

DEATH | " N
N

TECHNICTAN v
miE 1485 ?’i(a AL

08T T0)D

Ofnimal died in i, 3795023

\/—- Siga Prasunt

sl - Bign Peasent, 88ight

NE -~ Not Bvident -
NA = Not Applicable



ISTT09

. X
-

KT 0.

O

Aete Dl Towely

STUOY TITINS
413

yest maveniaL _T-32J7

sxx .
 ANIMAL/EAR TAG w.CA 66 ..

POSACE 1RVEL ‘;Z£1EE ’Eﬁ

' WO . )
—  |: z‘;«{n!aa‘f?rb 94wu’num
APPEARED NORMAL Vi N A—
\ i \\ .
N gk

s

B\i\ \,
N
N \\
N\ \,
\\ N
N N
[ 4 I
TECUNTETAN 404 N
wie | 1435 (,%Z’c,%
NE ~ Not Evideat

\//- Siga Prasnat
sl ~ Bign Frasoat, #light

NA - tot Applicable




¢ 5 | 5

Aeole  Ocal "T&m‘ci \\ll
, o e
. DOSAGE LEVEL ‘Q__%_I_&______

' STULY TITIE

i W0._S503032973
yeiv waraniaL _T-3227

ANIMAL/BAR TAG w.CAT3 .

<
Lo
A
&

face

I AalaTiTala[¢]slela|s]aloin [ N\
SCUEINES SATE 3
AFTEAR \q/h\‘/lhiyu‘a;g | ' AW
Hypoactive \L | |2 | '
Poxic v ; -
a olained r K

N

AN

:;: Vv

~N

N

\/,- Siyn Prasant
sl - Bign Psavent, Blight

Nl - Not Buideat -
NA ~ Hot Applicable

‘\\‘\ \\LA
< \\
- - N
\
_hEATH AN
TECRNTETAN 251<P | h
mre 485 Lp’b%%l &.




o M et e =

£sT109

% O O
STURY TITLE Acole. Dm\ Tam‘c'\ \\l
ar W, 50202973 |
yest mavmnian _T-3227 _ sux
' vosscs LavaL 2. Ca fE: __ qan/mas TG w.C2 7117 ...
/o ' . | !
e L Jesld ] [2]2 )4 ]s]e <Ta Too [ Liafs e [\
SCHEINHID BATE) 1 .
| APPEAR NE Nl AN
Diacr h2a « \\\ : A
Hypaactive vl 1\
Maxic v ~r\ J
Lacviyodion \ v
Dyspnea v _
c‘.(f): oclﬁl eo.;’:amed P \\
Red{ht?:med. P \\
\ N
N,
~ T\
N \ \ﬁ
| DEATH ﬁ— NC
TECANTGIAN Vot bne 112 N

\/ -~ Siga Prosant .
s) - Sign Pravent, S1ight

®Aninal died in pm, 3335 W

NE - Not Beldeat -
. BA = Not Appllicable




YSTTOD

o o o

_STuRY IS Aco e Dm\' Torics h

at W0._S02032973
TesT waveRiaL _T-3237 ' . su

posaos vaver 2.(Y I@ | ANIMAL/EAR TAG w.C2 7615

4] 2%% slolalg]afofn NN

g

=

N\

s:::::u..an utu'mt)wg |

T

J

D;‘L\fr)\t& ' V
l—l\lpoadfue

Yellow piainec?
ala

v
v

Paxic v ! \\
v
"

ed o
Refaccam ' \

~

~_ | \

o~

\\
™\ » '
N N
DEATH )
. 'iﬁ:uuu:uu , 4 1sP MR X \
e 9845 1/ 73(4 L % % | ' \J
' \/ - liun Present . Ni ~ Mot Rvident g

sl - Sign Peasont, 8iight ' HA = Not Applicable




SSTT09

- - 0

'4\1
/

svuor ninas __Heude Oco.l Toxices

aT 0. S02034 73
FEST WATEBMIAL __T- 372277

pOSAGK LEVEL 5.0 Zﬁ%

'

AqINAL/RAR TAG 0. CRT35HS

V.4

RIL! u' N

STy WY Dbl ]als 4] slela]s]afo
P——L 3/'1 3A 3 ) 3,1 Aﬁ .

| APPEAR VA VA PAN : \
Hgfpmcﬁ}[g \ N i
 Davhea. \ v lr\\ Xl
A]Qu{t ' v A N |
slainé
g N/

~ | N

| TTK

N . N
N N
N\ < N <
1\ | \
DEATH N\

TECHNTCTAN . e b
mre 935 0} #l%

N

Oanmal diect {e{;‘ql;kgg{' vations on 3z but
NOt (orrectedan - siga Frasant, B1ight
or foct nvted until §-3- SRPS

- Nat Bvidoat -
HA -~ Hot Applicable



9STT09

O . - -

svuoy mimms __ Heute Oco.l Tor'cr l\/

AT M. 0203413 '
TEST MAVRRIAL _ T-37227

Sll. [)ﬂ

posack baveL 5.0 Jte annar/uan Tac wo. C2 7B

slolals]a lo]n alelu N\

STUBY BAY ]

e 0=

4l
R

z
s savepo |3 |3

APPEAR
M, ;I'IYY)('}I'J 2.
nl'nrnhm :

~"

alalélsleln '
EISL~ - : B B A
ATAXIC. \

“Baounsian <A \ ) :

anal vecuon _
N

\ d

\NIANENAN

A

™~

N

< :

~N A T
N +P - . l; ‘
- N

N,

“HEATH
1N

TECANTCIAN ?xm 2 MY
we 935 W P R2
NK ~ N;tt Reldeat -

\/- Siyga Prasant
s) - Siga Prasent, Blight NA - Not Applicable




LSTTO9

.-O .

svuey mimims __ Aeote Ocal To x.‘c(lxll

aT M. 003473
TEST MAYERIAL __T-372377

\

w_of

pasack 1aves S, [ aquuas/ean 7aG W C2 e

. , _
STUDY DAY R 3|3 slola]sla ol [iz]s 4 (l
SCUEDULED DATE IS, 3/, % 3/. ' : \
APPEAR v I AN

N

-

4

N\

N\

S,:

_\S

N\

N \
r A
\\ “\
L — P e
e 935 3. '}/g 3/, 1 ) \

sl - Sign Prusant, 8light

\/ - .lluh Prosunt

WK - Mot Bvident
NA ~ Mot Applicable




ST T0I

sYuny TITIE

BT MO, 50209473
TEST WAYERIAL __ T 27227

-O

Hey de O ce | TO)CA'C(L,I

S

-
\

poshck LAVEL 5,00 [Ho aqiaL/eAn TaG W0, C2 78193

STUNY BAY

|

71214 [oiu nuw

SCHEMIED ”“'m‘)l’h

APPEARED NORMAL |J ‘EL 4
Divcc\es— \ ‘/ Ne

AN

€

N

\.

N

N

-.)/

N

,//

N,

N

1935 .

AN

WEATH 17 A\
TECHMTCTAN TN
. 3 \
DATE % '

\/— Siyn Presunl
sl - Biga Prascnt, Blight

NE - Not Mvident
NA - Not Applicable

J T et et il




eSTT0o9

O - -9

STURY TITLE Aeute Ora-l Toxie: L’I

uT N0, S0QDIY73 ' 071 .
sux

c2-9319

TUST MATERIAL _ T-3722277
LOSACK LEVEL Sma Zﬂg AMIMAL/BAR TAG WO, =7

V.4 ‘ .
- |IZ%4|23‘!5'6’0?‘\lounum

SCUEMRLED Mﬂ.\qﬁlgll 3[’ 3/11 7; 3’5

arreings poaral. |V IV} NE
_ATAYiE- hs .//\|
- HYPDAATIVE LAV L

N

AN | .

N E NN RN

Ny -
| EENE} TN

3\
NEHE N

NENE C

. N
DEATH 1 ‘\
TECRNTCTAN ol q
e mﬁ.’/l_%%pvé! 1 INE

NE -~ Not KEvideat

\/ - Sign Prasant
ol - Sign Pravent, Hiight WA -~ Hot Applicable



© - o v -0

STURY TITIE Reute Ora T OX(Ci ’LI
uT M. S02094Y173 ' '
TEST MAYENIAL _ T-3722277 lll 12_

ROSAGK LAVAL _g,m#ﬁ%____ ANIMAL/EAR TAG n. 27 3498

STUNY BAY |l | als ¢y ?n 1 ‘? “_‘!_‘2" 12ji8 NK'

03%T09

o v

n.‘

SCUEINRAD W'mbPI. {: “\\
SRR N1 Y
J

<< ~ \'A\-

7?

ou’huj

N | | AN
SRR EEEEERNNEAN

»uﬁc 4 N

TECUNTCTAN : f"’“‘m’ ’ 1 ‘

we i35 P 5?; | AN
\/- Sign Prasent Nk - Not Bvident -

sl - Siga Pruscnt, Hiight NA - Not Applicable




s
:" ,
!
)
J

svoy uina _ Aeote _Qca-l Toxies 47’
aT N0, S03034173 ' G ?
' sux

TUST MATERIAL _ T-3722272 . ,
POSAGK 1AVEL ___q,%?[_g_}___ ANIMAL/RAR TAG w. CAT ﬁfﬁ._

STUDY BAY |i|e¢‘;ﬁ | 33“{ slel2]8]a jolu muﬂ (I
A

P O A E Y :
APPEARED M\L l‘J : Il %/ &XL : ' AN
DRLS‘(‘LA& ) \/ \/ 1 \ —

D;f\'— b "'.u\d ‘/

ATAXIC. |

LR
%',

_ Nl | . |
NUPDACTIVE .
7 v : N

I X

TN
SEEEEEEEEEAN ,

HEATH . -
TECRRICTAN 3 3 ml -
TR A A A

\/ - Slyn Prouant " MR~ Not Evident -
sl - Bign Prascnt, 8light NA ~ Mot Applicabla




! o . -0 o -

STURY TITIE: Houte Ora_l Tox et L’I
aT . S0z094Y73 i
YUST MATEMIAL _ T-37277 s 2 ,
| paSAGE IAVEL 500 JHe  AMIMALJEAR TAG w. C2- 8500

M
STUNY WAV ll zld1 )3 ‘f?ﬁq 9“_!&“ Iiﬁﬂ
scucnnn mave i) %) P2 el - |
APPER wA = N _ \C
\dasc hgo | » \/ vd \ —
HYPOALTIIE. AU \k
ATAN® . AV L
~N N

N | -
N , N

2971109

N
TN . . \ &
N
. N
N,
| DEATH 1«
TECANTCTAN 21 ' N
. 2 . .
wre 935 [ A %hﬂ _ N
\/— Siyn Prasoant MK — Not Hvideat -
s) - Blign Fraesecnt, ll.lglu NA ~ Not Applicable

v e et JRAR 1. AT



£9TT09

« - O _ D

sywor nimiae __ Aoute Oce.l Toxser Iy

— 7
AT N0, DOQDIY TR i
TEST MAVERIAL __T-372377 ‘ “'__?_. .
' ROSAGK LEVEL __ 9,004 Zﬁ%‘  ANEMALJUAR TAG w. C2 _'.3'5_9.(-._
M,
T czi,--{ualaqsoqsqwnnumi
SENENILED BATE |495 3/’ 9/,. 3[‘ . :
arrEARgD pomral, |V Jué N\
N

\Dtmrrkm \// \\. _ ‘
N N RN

N\

NEENI N
\\ | N
N \\
N T
< | NG |
. ) N ' -

DEATH %4 N
TECUNTCIAN F m A

)95 A vA i %;
MK - Mot Hvideat -

\/ -~ Sign Prouant :
sl - Sign Prasent, Slight . MA -~ Mot Applicable




Y3TT09

@

=)

syuey Tinss Moo de Oce |l Toxier L,l

NT N0, S02094 73

- ®

AT T T2 . pasack 1aves 5,00 [#o aunaL/ean TaG wo. C2 - 3503
M

— llz'ii als [#]sle a Jolu Tiafu]u\
SCHEINED BATE 3/1|?"/g 3'1 ?2‘3/3

APPEARED NORMAL [V pe | IR N \

DeasC hea ‘/ Z \ __ﬁ .
YD ALIINE. o ' ' l*

ATAN A

~

<

~N

N

N
N
A N,
xT;& N\ E\
DEATH v N\
TECHNTCTAN mIwl N
TR A A2 N

\/ - Siygn Prasant
s) - Siga Prascat, Blight

HR ~ Not Nvideat -

SA = Not Appllicahle .

L1 e s e SR SO



PRIMARY SKIN IRRITATION SCORING SCALE

(1) Erythema and Eschar Formation

No erythema o

Very slight erythema (barely perceptible)

Well-defined erythema .

Moderate to severe erythema

Severe erythema (beet reduness) to slight eschar
formation (injuries in depth)

‘'Highest possible cry:henn score

(2) Edema Formatiom

No sdema

Very slight edema (barely perceptible)

Slight edema (edges of area vell~defined by
definite raising)

Moderate edems (raised approximately 1 L))

Severe edema (raised more than 1 mm and extending
beyoud area of exposure)

»1& wN O ~O

Highest possible edema scote

S-anaq?_g
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BEST COPY AVAI ABLE

PROTOCOL - APPENDIX T

(1) Sarnea

(2)

g) Qpacity - degree of density (ares sost dense taken for resdisg)
opasity

Sasttersd or diffuse ares, details of iris elearly visidle
Lasily diseeranible transiucemt areas, details of iris
alightly obecured ~ 2e
Mwﬁm,ug.uﬂc;f&&kuo,dudmu . .
.barely disceruible . 3
Opaque, iris invisible - - e

1

]
F
;
i
3
i
i
5

(3) Sentundtiyes

(4) Bedzezs (refers to palpebral eoajumetives caly)
aormal

w’ a»
Diffuse beefy red 3
(3) Qsmaia

sselling 0
iny swelling sbove norsal (ineludes niotitating SELIENe) —ewmwwmme 1
mmnupmnmuuu 2

Be disebarge

m.-sune-tmml(«umum.u—-u
ummﬁuotmr—lw) 1

muummumn«um:mmms

to lids - .
muamammmm.umc«no.

Soore (AeB o0 x2 Total Maximus s 20

mummmmmunﬁmoranmau;nd.twm .
m.;ﬂl.nﬂwmum. :

& Szarred fisures iadicate positive affect.
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Primary Eye Irritacion Test
Initial Sodium Fluorescein Exam and Animal Body Weights

« pracih. tutsrn. it oyniit BRI 1

Test Comwpound ___ 7 = 37277 RT No. SO02973

pE Result N &

Dose (g) 0.09 (() / MCW‘{'} Room No. _|(pl-1

Dose (ml) N A Dosed By /%2 Date /25/fer~

Date Animals Received ‘ -2- §’3§ Reviewed By % Date '3/2‘52&5

Source: Hg;lgbn Egggmh D@U&d ‘
Vocaliza
‘tiom Animal Body Weights (g)

!ouowin# Initiation § Day 7 Day 14 Day 21
ine i '

Inicial
STs
Nea | N | 206Gl |\
| NEG | N | oS \
NEGL N 3000 \\

J
=3
. .
O ho HO ;‘
3

BN —

,;'- - — | N

recanzcun | /P (a3 | /2 7 : ' \

recomm s s |2 | It e\ |
inm: .q’é? %1 %5 Yag ~ \ 3
SCALE USED ' KTron S28 ' ' \

* Sodium Fluorsscein Ezauinaﬁian

NEG = Negative Time of afosp - 1250 PM M 2-28-85-

POS = Positi : . ,

N = Not Ap;:icablc Tine of Fits? observation —2:50 PH /92 2-28-85
Y = Yes

N = No
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Primary Eye Irritation Test Observations

Mtese compennd 7= 3727 7 v JO202Y73

Test Eye R\%H Group Qﬂ
' EB Washed _N_B__ Seconds following instillatiom of test V4 Uanwashed

saterial, the test eye vas “‘Ed with

ul of ___N_ﬁ__ for secounds
OBSERVATION gzx;onQ ) k:anT‘
S

OO

. conjunc:ini - i - \
9 Redness \ \ \ ‘ AN

0 A \\
N '

Vo \
22 1\
3/ag \

A ® Purulent Discharge E = Corneal Epithelial Damage, Pesling
B = Clear Discharge : ? = Corneal Epithelial Demage, Piling
C = Petite Hemorrhage G = Corueal Epithelial Damage, Picting
D = Blanching R = Panmus

IMJ = Injected 1 = Corneal Neovascularization

NEG = Negative. NA = Mot Applicable

POS = Positive )
d B | | S Da . ) E 1 cati S . /

Revieved By: B &) te: _3- -3 Eye lrritation Score: LO < i
1311A
."\..,’ )
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Primary Eye Irritation Test Observations

| Q'rn:' Coapound __z.:ﬂg‘? RT No. w
Test Eye Ri%kf\' : Group Me o

EB Washed _&L Seconds following instillation of test _L Unwashed

matarial, the test eye vas “’Ed with

ml of __M_B__ for seconds
OBSERVATION PERIOD: 2Y hours
S
Cornea - Opacity 0 Q
' Area O

0
iets L
Conjunctivae =

9 Ledvess L

O

wEhble kPP

\

\
\

A = Purulent Discharge E = Corneal Epithelial Damsge, Peeling
B = Clear Discharge ¥ = Corneal Epithelial Damage, Piling
C = Petits Hemorrhage : G = Corneal Epithelial Damage, Pitting -
D = Blanching : B = Panous

IN = Injectad 1 = Corneal Neovascularizatiom

NEG = Negative NA = Not Applicable

POS = Pogitive : .

_ ‘ .
Revieved By: .

S Date: 1;:—25 Eye Irritation Score: Sis
' 1('13—7114\

E1V5 B i




Primary Eye Irritation Test Observations

. pp—
/™ Test Compound [- 3727 4 - arve. SO2029723
Test Eye ' Q.\gﬁ. Group QH
EB Washed NB Secounds following instillation of tast V4 Unwashed

matarial, the test eye was wuasd with

ol of ____ MR for seconds

OBSERVATION PERIOD: Y& hour
S

o ] o

ls) o) o)

J I 442.....;..Cl \\

i N N \

/ D \

) D D \
oA laa LA L \

o | P A

oo [0 AN
I E L | \

Purulent Discharge  Oinby 2rror 3283 corneal Epithelial Damage, Peeling -

A®
B = Clear Discharge ¥ = Cornesl Epithelial Damage, Pilix.u
C = Petite Hemorrhage G = Corneal Epithelial Damage, Pitting -
D = Blanching - H = Panmus .
IN = Injected ' 1 = Corneal Neovascularization
NEG = Negative NA = Mot Applicable
POS = Positive : : : .
. . - s o /-
Revieved By: . : = Date: 3-3—é Eye Irritatioun Score: Os
y = ZIJHAS

o ot AR A



Primary Eye Irritation Test Observations

| ,O‘reu Compound ._:L"jlgj - 2T %o, JO20IY73
'1.'“: Eye R.\Q\i\'\' : Group JQA

-
N vashed _m_ Seconds following instillation of test V4 Unvashed

matsarial, the test eye was usﬁd with

ml of ua for seconds
] oaseavaTIoN PERIOD: 72 hours
‘7514 /S '
Q Q Q
0 o | n
/ M3 L £ \\
9 Radness / /> o -
Chemosis 0 () D \l
: Discharge 8] 8] ) \
b | Nee 10 \
A A
I 3[1; B | \

= Corneal Epithelial Damage, Peeling
Clear Discharge = Corneal Epithelial Damage, Piling
Petite Hemorrhage = Corneal Epithelial Dsmage, Pitting

Purulent Discharge 1
y
G
Blanching ‘ . : = Panous
NA

oOwd>

I = Injected = Corneal Neovascularization
NEG = Negative - = Not Applicable
' JA

POS = Pogitive
Revieved By: . . S ’ Date: ;-3-8§ Eve Irritation Score: 2-Ss
griews Y 7 z1311A5

~\. ’

¢oiz’’

e — e — = - et e o e s
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Primary Eye Irritation Test Observations

| ,(\In: Compound ____2—__3121 BT No. JO202Y 73

Test Eye Q\Q\T\' Group &ﬂ, '
__Eﬂ_ Washed ._N.B_ Seconds following instillation of test Y Unvashed

material, the test eye vas “'E d with

=l of A fﬂf seconds

oBsERVATION PrRIo: 9% haur

" Head

Q . Redness

o
Chemosis O - ' \J
Discharze 0 ' Q \
yd | we \
¢k 7 (24 \
ce | ce | (K ; \
34 | 3y | 3/ | \
A = Purulent Discharge g = Corneal Epithelial Damage, Peeling
B = Clear Discharge ¥ = Corneal Epithelial Damage, Piling
C = Petite E-orrhagc G = Corneal Epithelial Damage, Pitting
D = Blanching - R = Panmus
I = Injected - 1 = Corneal Neovascularization
NEG = Negative NA = Not Applicable
POS = Positive .
' ' ‘e
Revieved By: . SAo  Date: }3—35 Eye Irritation Score: 'S
Y &Z' 1311A)
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| BEST COPY AVAII ABLE
HAZLETON LABORATORIES AMERICA, INC.

3301 KINSMAN BLVD. * P.0O.BOX 7545 * MADISON, Wl 53707 e (60B) 241-4471 « TLX 703956 HAZRAL MDS UD

February 25, 1985

~Dallas D. Zimmerman, PhD

Manager, Toxicology Services Internatiomal
3M Center

St. Paul MN 55144

Dear Dallas

Enclosed please find two copies each of the following protocols for
sample T-3727, HLA No. 50202473:

Protocol No. Study

. TP-2069 Acute Oral Toxicity Study in Rats
TP-2072 Primary Eye Irritation Study in Rabbits
Tp-2071 Primary Dermal Irritation Study in Rabbits

These studies will be conducted in accordance with the OECD testing
guidelines and GLP regulations. ,

Please sign all copies,-retain one set for your file, and return the
others to me. We can initiate these studies upon your verbal
authorization.

Should you have any questions, please feel free to call.

Sincerely

Steven M, Glaza
Study Director
Acute Toxicology

SMG/mvh
Enclosures

01174

Chemical & BioMedical Sciences Division



- HAZLETOMN LABORATORIES AMERICA, INC.

3301 KINSMAN BLVD. ¢ P.O, BOX 7545 « MADISON, WI 53707 e« (608) 2414471  TLX 703956 HAZRAL MDS UD

PROTOCOL TP2071

Primary Dermal Irritation Study in Rabbits {
(OECD Guidelines) t

Study No. 50202473

for

M
St. Paul, Minnesota

by

Hazleton Laboratories America, Inc.
Life Sciences Division
3301 Kinsman Boulevard
Madison, Wiscomsin 53704

February 25, 1985

© 1985, Hazleton Laboratories America, Inc.

Chemical & BioMedical Sciences Division . 0011’75



PROTOCOL TP2071

Primary Dermal Irritation Study in Rabbits

Study No.

Study Location

Test Material

Sponsor's Representative

Study Director

Proposed Timetable
Starting Date
Completion Date
Final Report Date

(OECD Guidelines)

50202473

Hazleton Laboratories America, Inc.

Life Sciences Division
3301 Kinsman Boulevard
Madison, Wisconsin 53704

T-3727

Dallas D. Zimmerman, PhD
Steven M. Glaza
Week of February 25, 1985

Week of February 25, 1985
Week of April 1, 1985

C¢O1
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OBJECTIVE

The objective of this study is to determine the relative level of primary

skin irritation of a test material on rabbits under semioccluded conditions.

All aspects of this study will conform to the Organisation for Econouwic

Cooperation and Development's Guidelines for Testing Chemicals, Section 404,

Acute Dermal Irritation/Corrosion, Adopted May'lz,.19811 and the U.S. Food

and Drug Administration's Good Laboratory Practice Regulations for Nonclinical

Laboratory SCudies.2 All procedures will be done according to Hazleton

Laboratories America, Inc. (HLA) Standard Operating Procedures (SOPs)

referenced in this protocol.

Test Material:
Physical Description: .

Purity and Stability:

Storage Conditions:

Test Material Retention:

Safety Precautions:

Test Animal

TEST MATERIAL

- 1-3727.

off-white solid.

Sponsor has purity and stability determinations
on file.

Store at room temperature.

Any unused test material will be discarded
30 days after issuance of the final report.

Laboratory personnel will take the normal
necessary precautions in handling a substance of
unknown toxicity. Laboratory clothing, latex
gloves, safety glasses, and a particle mask
approved for toxic dusts must be worm.

TEST SYSTEM

Young adult albino rabbits of either sex of the New Zealand White strainm,

approximately 14 weeks of age, will be obtained from Hazleton Research

CcOo1177



Products Inc., Denver, Pennsylvania. An adequate number of extra animals will
be purchased so that no animal in obviously poor health is placed on test.
Historically, the New Zealand White albino rabbit has been the animal of

choice for evaluating the effect of chemicals on the skin.

Acclimation

Upon receipt, the animals will be taken to a designated animal room where
they will be acclimated for at least 1 week before being placed on test
(OP-GENB 36)~ During acclimation, the animals will be examined for cliﬁical
abnormalities indicativ; of health problems (e.g., diarrhea, ectoparasites,
réugh hair coat, nasal or ocular discharge, evidence of injury, etc.). Any
animals regarded as unsuitable for study purposes because of poor physical

condition will not be released from acclimation and the reason(s) will be

documented.

Identification

Each animal in the study will be assigned a permanent identification
number and will be identified with a metal ear tag (OP-GENB 24). All data
collected from an animal will be recorded and filed under its identificatiom

number.

Housing and Maintenance

The following environmental conditions will be maintained in the animal

room used for this study (OP-TARC 230).

Temperature: 21°C +2°

Relative humidity: 50Z +20%

Air change: At least 10 changes an hour of filtered 100% outside air
Light cycle: 12 hours light/12 hours dark

[+ 20N« 2 ¢

STV iy




Temperature and humidity will be monitored throughout the study. Variations
from prescribed environmental conditions will be documented.

Animal husbandry and housing at HLA comply with standards outlined in the
"Guide for the Care and Use of Labofatory Anima_ls."3 Care will be taken to
ensure that the animals are not disturbed for reasons other than data
collection and routine maintenance. The animals will be housed individually
in screen-bottom stainless stéel cages (heavy gauge) held on racks, with
absorbent pan liners in the urine- and feces—collecting pans. Pan liners will
be changed at least three times each week.

Feed and water will be provided ad libitum. The diet will be Teklad
Laboratory Rabbit Diet. No contaminants are expected to be present in the

feed or water which would interfere and affect the results of the study.

Study Design

Three rabbits will be selected at random based upon health and a body

weight of 2.0-3.5 kg. Each animal will serve as its own conmtrol.

PROCEDURES

Preparation and Administration of Test Material

Twenty-four hours prior to test material administration, the hair will be
clipped from the back and flanks of each animal. The treatment sites will be
inspected for interfering lesioms, irritation, or defects that would preclude

the use of any of the animals.

The test material will be applied to the test area (approximately 6 cmz)
on each rabbit, in the amount of 0.5 g and will be moistened with deionized

water. The treated area will be covered with a 2.5-cm x 2.5-cm gauze patch

Co1479




secured with paper tape and loosely overwrapped with Saran Wrap and

Elastoplast tape to provide a semiocclusive dressing. Collars will be used to

restrain the animals during the 4-hour exposure period.

Reason for Route of Administration

Historically, the route of choice based on the method of Draize.a

Observations

After the & hours of exposure the patches and the test material will be
removed as thofoughly as possible using water or an appropriate solvent
without irritating the skin. Thirty minutes after rémoving the patches, the
degree of erythema and edema will be recorded according to the Draize
Technique (Attachment 1). Subsequent readings will be taken at 24, 48, and 72
hours after patch removal. Further observations may be recorded, as .
necessary, to establish reversibility. If irritation is increasinyg in
severity at the 72-hour examination period, observations will be repeated at
96 hours and at 7 and 14 days, if applicable.

Body weights will be taken just prior to test material administration and
at weekly intervals during the study. Observations and body weights will be

recorded in the study notebook.

Pathology

All animals, whether dying on test or sacrificed at study termination,

will be discarded.

¢01250




Report

The final report will present a description of the test material, a

description of the test system, dates of study initiation and termination, a

tabulation of irritation data, and a description of any toxic effects other

than dermal irritation.

Maintenance of Raw Data and Records

Original data or copies thereof will be available at HLA to facilitate

auditing the study during its progress and prior to acceptance of the final"

report. When the final report is completed, all original paper data, as well

as the final report, will be retained in the archives of HLA, Madison,

Wisconsin (OP?GEN 44).

2,
3.

4,

. REFERENCES

"Acute Dermal Irritation/Corrosion", OECD Guidelines for Testing
Chemicals, Section 404, May 12, 1981.

21 CFR 58
DHEW Publications No. (NIH) 78-23 (1978).

Draize, J. H., "Dermal Toxicity," Appraisal of the Safety of Chemicals in
Foods, Drugs, and Cosmetics, Association of Food and Drug Officials of the

U.s., Topeka, Kans&s, PP- 46-59 (1959).
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PROTOCOL APPROVAL

SO Y | DI
o N e i Uvire e Wiviria o ~T = A
Dallas D. Zimmerman, PhD

Sponsor s Represéﬁtat1ve

kw\’w \)&M | 22S8S

Steven M. Glaza .Date
Study Director

Group Leader, Acute Toxicology -

Hazleton Laboratories America, Inc.

Date

(10698/jg)
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1.

ATTACHMENT I

PRIMARY SKIN IRRITATION SCORING SCALE

Erythema and Eschar Formation

No erythema

Very slight erythema (barely perceptlble)

Well-defined erythema

Moderate to severe erythema

Severe erythema (beet redness) to slight eschar formatioa
(injuries in depth)

Hi ghest possible erythema score

Edema Formation

No edema

Very slight edema (barely perceptible)

Slight edema (edges of area well-defined by definite raising)

Moderate edema (raised approximately 1 mm)

Severe edema (raised more than 1 mm and extending beyond
area of exposure)

Hi ghest possible edema score

-
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OBJECTIVES

To determine the acute oral toxicity produced when the test material is
administered by the oral route (gavage) to rats. All aspects of this study
will conform to the Organisation for Economic Cooperation and Development's
Guidelines for'Testing of Chemicals, Section AOi, adopted May 12, 19811 aﬁd
the U.S. Food and Drug Administration's Good Laboratory Practice Regulatiomns
for Nonclinical Laboratory Studies.2 All procedures will be done according
to Hazleton Laboratories America, Inc. (HLA) Standard Operating Procedures

(SOPs) referenced in this protocol.

TEST MATERIAL

Test Material: T=3727.

Physical Description: | Off-white solid.

Pufity and Stability: ' Sponsor has purity and stabiLig;
determinations on file.

Storage Conditions: Store at room temperature.

Test Material Retention: Any unused test material will be

discarded 30 days of issuance of the
final report.

Safety Precautions: ‘ Laboratory personnel will take the
normal necessary precautions in
handling a substance of unknown
toxicity. Laboratory clothing, latex
gloves, safety glasses, and a particle
mask approved for toxic dusts must be
worn.

Disgosal

All waste feed, animal wastes, pan liners, and carcasses resulting from
this study will be disposed of in a high-temperature incinerator (u.s.

Smelting Furnace Company, Belleville, Illinois).
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TEST SYSTEM

Animal Model

Young adult male and female albino rats (approximately 7 weeks of age) of
the Sprague-Dawley strain will be obtained from Harlan Sprague-Dawley,
Madison, Wisconsin. Rats will be selected at random from healthy animals that
had been acclimated at HLA for at least 1 week. An adéquate number of extras
will be purchased in order that no animal in obviously poor health is placed
on test. The weight variation in animals used on test will not exceed +20% of

the méan weight (i.e., mean = 250 g, range = 200 to 300 g).

Reason for Species Selection

The rat is the animal classically used due to its small siie, ready

availability, and large amount of background data.

Identification

Each animal will be assigned an individual animal number and ear tag which
will accompany data collected from that animal throughout the study

(OP-GENB 24).

Housing and Maintenance

The following environmental conditions will be maintained in the animal
room used for this study (OP-TARC 230).

Temperature: 22°C +2°

Relative humidity: 50% +20%
Air change: At least 10 changes an hour of filtered 100% outside air

Light cycle: 12 hours light/12 hours dark

O 00 O

Temperature and humidity will be monitored throughout the study. Variations

from prescribed environmental conditions will be documented.
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Animal husbandry and housing at HLA comply with standards outlined in the

3 Care will be taken to

"Guide for the Care and Use of Laboratory Animals."
ensure that the animals are not disturbed for reasons other than data
collection and routine maintenance. The animals will be individually housed
in screenbottom stainless steel cages held on racks, with absorbent pan
liners in the urine- and feces—collecting pans. Pan liners will be changed at
least three times each week.

Feed and water will be provided ad libitum. The diet will be Purina Rat

Chow®. No contaminants are expected to be present in the feed or water

which would interfere and affect the results of the study.

PROCEDURES

Experimental Design

Initially, a'single dose of 5.0 g/ig will be administered to 10 animals
(five males and five females). If no test material—felated mortality is .
produced at this level, no further testing is required. If any mortality
occurs at the 5.0-g/kg dose level, at the:Sponsor's request, three or four
geometrically spaced dose levels may be added. Each dose level will cousist
of 10 animals (fivé males and five females). Animals will be assigned to

groups according to HLA Standard Operating Procedure OP-TOX 42.

Test Material Preparation and Administration

The test material will be suspended in an appropriate vehicle. Individual
dosages will be calculated based upon the animal's body weight taken just

before administration of the test material and administered by gavage.
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Justification of Route of Administration

This is the method for administering a known quantity of test substance

and has been the route of choice historically.

Observations

The animals will be observed individually for clinical signs and mortality

at 1.0, 2.5, and 4 hours after test material administration. The animals will
be observed daily thereafter for at least 14 days for clinical signs and twice
daily (morning and afternoon) for mortality. The duration of observations may
be extended when considered necessary. The time of death will be recorded as
pfecisely as possible.

Individual body weights will be recorded just prior to study initiatiom
and at 7 and 14 days following test material administration and at death.
Changes in body weight will be calculated aﬁd recorded when survival éxceeds

1 day.

Pathology

All test animals, whether dying during the study or sacrificed at
termination, will be subjected to a gross necropsy examination and

abnormalities recorded.

Regort

* The final report will contain a description of the test material, a
description of how the study was conducted, response data for clinical signms,

mortality and body weights by sex, a discussion of the data, and gross

pathology findings.
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Maintenance of Raw Data and Records

Original data or copies thereof will be available at HLA to facilitate
auditing the study during its>progres§ and prior to acceptance of the final
report. When the final report is completed, all original paper data, as well
és the final report, will be retained in the archives of HLA, Madison,
Wisconsin (OP-GEN 44).

REFERENCES

l. Organisation for Economic Cooperation and Development's Guidelines for
Testing of Chemicals, Sectiom 401, Acute Oral Toxicity, adopted May 21,
1981. ’

2. 21 CFR 58.

3. DHEW Publications No. (NIH) 78-23 (1978).
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PROTOCOL TP2072

Primary Eye Irritation Study in Rabbits
(OECD Guidelines)

Study No. 50202473
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Test Material T-3727
Sponsor's Representative. Dallas D, Zimmerman, PhD
Study Director Steven M. Glaza
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Starting Date Week of February 25, 1985
Completion Date Week of March 1, 1985
Final Report Date Week of April 1, 1985

¢01293




OBJECTIVE

The objective of this study is to determine the level of irritation
produced following a single exposure of a test material to one eye of albino
rabbits. All aspects of this study will conform to the Organisation for
Economic Cooperation and Development's Guidelines for Testing Chemicals,
Section 405, Acute Eye Irritatiﬁn/Corroaion, Adopted May 12, 19811 and the
U.S. Food and Drug Administration's Good Laboratory Practice Regulatioms for
Nonclinical Laboratory Studies.2 All procedures will be done according to
Hazleton Laboratories America, Inc. (HLA) Standard Operating Procedures (SOPs)

referenced in this protocol.

TEST MATERIAL

Identification

Test -Material: T-3727,

Physical Description: Off-white solid.

Purity and Stability: " Sponsor has purity and stability
determinations on file. ‘

Storage Conditions: Store at room temperature.

Test Material Retention: Any unused test material will be
discarded 30 days after issuance of
final report.

Safety Precautions: Laboratory personnel will take the

normal necessary precautions in
handling a substance of unknown
toxicity. Laboratory clothing, latex
gloves, safety glasses, and a particle
mask approved for toxic dusts must be
worn. :
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TEST SYSTEM
Test Animal
Young adult albino rabbits of either sex of the New Zealand White strain,
approximately 14 weeks of age, will be obtained from Hazleton Research
Products, Inc., Denver, Pennsylvania. An édequate number of extra animals
will be purchased so that no animal in obviously poor health is placed on

test. The New Zealand White albino rabbit is the animal of choice based upon

its large orbit and nonpigmented iris.

Acclimation

Upon reéeipt, the animals will be takenm to a designated animal room where
they will be acclimated for at least 1 week before being placed on test
(OP-GENB 36) . During acclimation, the animals will be examined for clinical
abnormalities indicative of health problems (e.g., diarrhea, ectopafasites,
rough hair coat, nasal or ocular discharge, evidence of injury, etc.). Any
_animals regarded as unsuitable for the study purposes because of poor physical
condition will not be released from acclimation and the reason(s) will be

documented.

Identification

Each animal in the study will be assigned a permaneﬁt identification
number and will be identified with a metal ear tag (OP-GENB 24). All data
collected from an animal will be recorded and filed under its identification

number.
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Housing and Maintenance

The following environmental conditions will be maintained in the animal
room used for this study (OP-TARC 230).

Temperature: 21°C +2°

Relative humidity: 50% +20%

Air change: At least 10 changes an hour of filtered 100X outside air
Light cycle: 12 hours light/12 hours dark

O 00 o

Temper&cure and humidity will be monitored throughout the study.. Variations
from prescribed environmental conditions will be documented.

Animal husbandry and housiné at HLA comply with standards outlined in the
"Guide for the Care and Use of Laboratory Animals.“3 Care will be taken to
ensure that the animals are not disturbed for reasons other than data
collection and routine maintenance. The animals will be housed individually
in screen-bottom stainless steel cages (heavy gauge) held on racks, with
absorbent pan liners in the urine- and feces-collecting pans. Pan liners will
be changéd at least three times each week.

Feed and w;ter will be provided ad libitum. The diet will be Teklad‘

Laboratory Rabbit Diet. No contaminants are expected to be present in the

feed or water which would interfere and affect the results of the study.

Study Design

Three rabbits will be selected at random based upon health and a body

weight of 2.0 to 3.5 kg.

PROCEDURES

Preparation and Administration of Test Material

The rabbits' eyes will be examined using fluorescein dye procedures within

24 hours prior to test material administration. Only animals with no sign of
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corneal injury or eye abnormalities will be utilized. One eye of each animal
will be treated with the test material and the other eye will serve as the
untreated control.

Each rabbit will receive 0.1 g (or the weight equivalent of 0.1 mL) of
solid test material. If necessary, the solid test materials will be finely
ground into a dust or powder.- The test material will be placed into the
everted lower l1id of the rabbit's eye. The upper and lowef lids are then to
be gently held together for 1 second before releasing to prevent loss of
material. The eyes of the rabbits will remain unflushed for 24 hours
following instillation of the test material. After 24 hours, a washodt-may be

used if considered appropriate.

Reason for Route of Administration

Historically, the route of choice based on the method of Draize.4

Observations

The treated eyes of all animals will be examined for ocular irritation at
1, 24, 48, and 72 hours after treatment. If no irritatiom or injury is
present at 72 hours, the study will be terminated. If irritétion is present
at 72 hours, additional observations will be made at 96 hours and at 7, 14,
and 21 days. If at any of these time points there is no ir%itation, the.study
will be terminated. If injury is still present at 21 days, the Spomsor will
be -contacted to determine whether the study should continue or be terminated.
After recording the 24-hour observatioms, sodium fluorescein may be used to
aid in revealing possible corneal injury. Irritation will be graded and
scored using the Draize technique (Attachment 1).4 All eye abnormalities

will be recorded.
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" All animals that have a damaged eye producing undue stress or discomfort
will be sacrificed for humane reasons‘after consulting with the Sponsor.

Body weights will be recorded prior to test material administration and at
weekly intervals throughout the study. Observations and body weights will be

recorded in the study notebook.

Pathologz

All animals, whether dying or sacrificed at study termination, will be

discarded.

Report

The final report will present a description of the test material, a
description of the test system, dates of study initiation and termination, a
summary table showing the irritation data at each observation period, and any

special observations that were recorded.

Maintenance of Raw Data and Records

Original data or copies thereof will be available at HLA to. facilitate
auditing the study during its progress and prior to acceptance of the final
réport. When the final report is completed, all original paper data, as well
as the final report, will be retained‘in the archives of HLA, Madison),

Wisconsin (OP-GEN 44).
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PROTOCOL - ATTACHMENT 1

(1) SLernes

(A) Qpagiiy ~ degree of density (area most dense taken for reading)

No opacity
Scatterad or diffuse area, details of iris clearly visible ——=memwe= 1

Easily discernible translucent areas, details of iris

aligntly obacured - 2
Opalescent areas, no details of iris visivle, size of pupil

barely discernible 3
Opaque, iris invisible B
(B) Area of sorned

One quarter (or lesa), but not zero 1
Creater than cne quarter, dut less than half 2
Greater than half, but less than three quarters 3
GCreater than thres quarters, up to whole"area ]

AxBxS Total Maximum = 80
(2) Ipia

(A) Yalusa . : .
Normal ¢]
Folds above mormal, congestion, swelling, circumcorneal injestion

(any or all of these or combination of any thereof) iris still -
rescting te light (sluggish reacticn i3 positive) - 1
No reaction to light, bemorrhage, gross destruction (any or all

of these) - 2

AxS Total Maximum = 10
(3) SopJunctivas

(A) Redpesa (refers to palpebral conjunctivae only)

Yessels normal

Vessels definitely injected above noraal 1
More diffuse, deeper orimsocn red, individual vessels not

easily discernible )
Diffuss beefy red 3
(B) Shemqail

No swelling - - 0
Any swelling above normal (includes nictitating gesbrane) seemem——e= 1
Obvious swelling withn partial eversion of lids 2
Swelling with lids about half closed 3
Swelling with lida abeut half closed te completely closed ——=—cowo== 4
(C) Discharss .

No discharge . 0
Any amount different from normal (does not include small amounts
observed in inner canthus of normal animals) 1
Discharge with soistening of the lids and hairs Just adjacent

to lids 2

Discharge with moistening of the lids and hairs, and considerable
arsa around the eye

Score (A+ B+ C) x2 Total Maximum = 20

The total score for the eye is the sum of al) scores obtained lor the
cornea, iris, and eonjunctivas.
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